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1 

*-r-if (Chymase) te N ffiW&JI&^HBMfc* ^ JLffi $ tbfc^rt^*£D— ot'fc «9 

mmmm s fros^f b & § i # © r. -t-^ % * tit v > s — ^ ^ — « * ft 
i 5 %n&^-t^-r. 8 o %£A±fit hM^-^of^ffl-efes r t ttmbfrtte 

20 ot§fc 0 

^-/u-tkp^^k (vip) „ T7$mmm<D&<<DgLmm®E.%>'g&&m.b ltv^ 

LTV^r.£3SWfca>te£;h/rV'*3„ Hl-f^ i?tt N ApoA- I ^tlfifS 

30 TV^r.i:^fettT*3t) % 0HxiWr N foj&S^ ^<£\ PTCA (Percutaneous 
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2 

Transluminal Coronary Angioplasty) '&W®&¥> i^lfe.JdE N T Wl"¥— tt^S> H§1€§ 

BSffi^m, PTCA^f?$5^3: fcf«,&, #5$. C O P D (Chronic Obstructive Pulmonary 
Disease), 7 bk B >-te^§©7W^ii/j:if©Mi: UTflTfe?. 

o 

15 IM 

mm^mmo 0/03 9.97^71/? h#^) „ try ? K^tfr 

ll9 9/4 1 2 7 7^y7U-7h#i) > WJyy|Wfft (HB&fcW&O 
0/1 0 9 8 2^V7U«7 h#J$) ^WbttS^ ^flib(D4t^mt^m<D 

ffi^O 2/0 2 5 4 2^V71/^ b$o£ T^IB^-^M^ 9 2/1 5 5 6 4-^^:7 

25 tB^LTV^o 

30 
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5 CD 5* (1) : 



nt^otitfeK f«emcoT/^i/v£ (i7^i/yi©-cH 2 -mn 

10 5£:-0-. -S (O) n - N -N (R 1 1 ) - N *fef±-C (=0) -T*36$;h, 
CH 2 -O-, -S (O) n -N (R 1 1 ) ^tcit-C (=0 

y 1 *5«tt>*Y 2 tt-ett-e^aiEb-c^ smt> u r^i^as mr 

/^l/yS©-CH 2 -SttSS: -0- N -S (O) n - % -N (R 1 1 ) £ 
20 fcte-C (=0) -T'Sl£*L5£ N *fd«gmt>L<fiM«m^^^> 

^otitfttbnsrfems. <au ^ (i) oi»ci»t5* 

«&tt5£: -N (R 1 1 ) -"C*Stb5S-ettJ&V^ «r*i"„ 
fiU Y 1 N Y 2 „ joit^Y 3 tf n7^yp#ftt5i^tftSi^ 
25 ^n7/V*^©-CH 2 -26W5*; : -O-* - S (O) n -N (R 1 1 ) 




(1) 
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4 

tb^ 2 o^i^ti 2 L < «: 3 m^Sr^-TS - £ So 

10 ^r^/l/l, ftt>t<|j;if^7i/^S, *fc^:-OR 2 1 N -N (R 2 2 
) R 2 3 s -C (=0) OR 2 1 N -S (O) n R 2 4 N -C ( = 0) R 2 s > — 
C (=0) N (R 2 2 ) R 2 3 x -N (R 2 6 ) C (=0) R 2 5 > -S (O) 2 
N (R 2 2 ) R 2 3 % -N (R 2 6 ) S (O) n R 2 4 . ^fcte-N (R 2 6 ) C 
(=0) OR 2 1 tS$Jl5S**t, 

15 Mtt5£ : - C (=0) OR 3 1 % -S (O) n OR 3 1 > -C (=0) N (R 3 
2 ) R 3 3 „ -S (O) n N (R 3 2 ) R 3 3 N -N (R 3 4 ) S (O) n R 3 5 

x&ztizm^ *r y^y— tv— 5 -^/H, i, 2, 4-hvry—^-3-4^ 
m s i , 2 , /w- 5 — r 4 ? tf^—^- 2 — r * « 

Rll o 2 1 id 2 2 o 2 3 o 2 4 o 2 5 T5 2 6 n 3 1 t? 3 2 

R 3 3 % R 3 4 % joit^R 3 5 R-fcL<ttI*ot, *fe*»*>S»^fctt 

30 w&<DT;ufr^/um, m&h\^<temw&<D*s?uT /^/um. s&t>L<fs&e 
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i©T7/^^i^t^ N R 2 2 tR 2 3 „ *5j:r>*R 3 2 £R 3 3 te s SV^afe 

t t> £v«o 3-8 ii©i^7 5;i (^sttKr 5 y £f»«m-e&> «^t> u < 
^° 

10 [2] x«s«E3WW^-Cib5 % Ci] lBi&<£{b^%L< te^^n K9y^S 
fcf«ftb<D[£|l£: LTfF^ftSiko 

C3] Y 2 ^:-S (O) 2 - N -C (=0) *fcte-CH 2 
ft5ST?£>5, Cl] [2] iBf^fb^fclXtt-tW^n K9*/^fctt 

ftt*$)5^t)L< figmK^r^rbTVM:t> ( tv>o-^^— u^&m-i; CiK 

C2] \ *fcf* [3] SB*^b^%b< f«0^a K9y^*fctt-t*i/b©B£IH 
£ LTl^$ft5i& 0 

C5] M^ : -c (=0) OR 3 1 T^SftSS^fcS. CD ~ C4] © 

£ft5it„ 

C6] Y 1 ^gm i i>U<fi^gmoC 1 _ 6 7/^l/ylT'&5, Cl] ~ C 
TfFW£ft5i& 0 

25 C7) R 2 ^tK^S n v-T/S, ^n^^JR-f-, ^fcttatSifc©^ _ 6 TA- 

*A«T?*>3 % Cl] ~ C6] ©V^^IBt©fl2^»t t< K7 y 

^£fcte^:ft£>©IM3li: LTrF^^^S^o 

[8] A^l—f-^^/um, *fett2— f 7f^Sffc5, Cl] ~ C7] O 

30 £ft5:£u 
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6 

ot, mb^S^:-Y 4 -Z' T^$t^6ST*ttm$tbTV^5, [1] ~ C 
5 8] <D^-f M>\z.&m<Dik&ttoi> b< \**:<D7u y^fcf«n6>^mi: b 

m<D-Cll 2 -mitt: -0- s -S (O) n -N (R 1 1 ) ^tcit-C 

io < ^mWM<D^^nr^^m (i^n7;^yirt©-CH 2 -SliS: -o 

-S (O) n - N -N (R 1 1 ) - N £fcfi-C (=0) -X*m&frZ>m\z£ 

&<nm v&o ^-rtifr 2 ^xommm^i* 2 s^-a- t> b < « 3 sa^e-sr^-*-* r ^ 

15 tfS-e^S) Sr^u 
) «r*U 

R 1 1 *3J:T*nJ* % ^fcS#^^«^^MiCbT> B&SBfcR^CS8c«*t- 

o 

Cl 0] Y 1 N Y 2 ; Y 3 % joiOT 4 ri*. WtHftSttllitKtti 
25 g&©5£: - (CH 2 ) p - (CH 2 ) q - N - (CH 2 ) p -O- (CH 2 ) q 
- (CH 2 ) p -S (O) n - (CH 2 ) q - N - (CH 2 ) p -N (R 1 1 
) - (CH 2 ) q - N - (CH 2 ) p -C (=0) N (R 1 1 ) — (CH 2 ) q - 
h - (CH 2 ) p — N (R 1 1 ) C (=0) - (CH 2 ) q \ (CH 2 ) p - 
C (=0) O- (CH 2 ) q ~> - (CH 2 ) p -OC (=0) (CH 2 ) q - N 
30 - (CH 2 ) p -S0 2 N (R 1 1 ) — (CH 2 ) q - (CH 2 ) p -N (R 
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7 

1 1 ) S0 2 - (CH 2 ) q - s tLfrfc- (CH 2 ) p — R 1 2 - (CH 2 ) q - 

- (CH 2 ) p -{»^i-^^*m^-e2m^*^f*3S^^^bTVNT 
5 qas2EJLh-Cfc54fra-tett- (CH 2 ) q -ttWfti-««*JI!C^WT»2* 

[1] ~ [9] ©V^i s tt^^lB«(D'fk^t>b< fi^O^a K^y^Sfctt-tfrtfc 
10 (DEli l/rH^StLSifc, 

[11] [ 1 ) — C 1 0 ] ©V^^H:|B«©<b^*t> b < fit-to^o K7 5/ 

[12] [1] — [10] ©V^ft3Wcffi*fc<0te^t>L< f«<£>:/n K9y 

15 [13] [1] ~ [10] <Z>V^-rn^lBm^b^%b<f«^^n K?y 

mmmitm, ^k^tp^ m&m, &&mnkm. fust* 
20 ^ w«f#^iji, mm.m, ?icmmm^ «Ss #Mfc> copd n & 

fcteT Wi^H4£!&©f&JRai]. 

25 &¥b L < tt^fi&5Bj©^ai5^<t;7K*ai*^ ma t> b < f*^?n<£#Si5^{to!k 
30 ^>ofcti<D^it*i-S„ 
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8 

^n^^ v-^a^^^^ is#w*>*f"V-^ S/^o^^^r^ 9 y^vxHr^ 

\ ^^n-O-r^, S^n^F-fe^\ i/^n^^^ ^nt^ry, ^<^if^ 

xtyMJyy, l, Kot7^vy, 6, 7-5?t Ko-5H-^y/ 

ix^ a^T"^:^ -^is n^rp'rl/^ l, 2, 3, 4-f h7k Knt7^u 
^ N 7*tKnt7^I/y, t7 ^ t Kn - 1 f yfy^if(D^g^|[ 1 6 
10 ^TO#^^b7K^^t-fbtt, 7^y^y N tfV^n[2, 2, 2 

]^*>\ t?^n[3, 3, 3] 17^x^7^ tTV^n[2, 2, 2]^^-2- 
^ N tfv/*n[3, 3, 3]«?^*-2-3i^^<o^*^5^3){J!R^«ci 

mmm^-t 1 ~ zm^mrnm^-^ m-tz 3 -sm^^fDmm^Mmm. 1 ~ 
20 i~3^a<D^m^^ i~2m<omMmrF*^-?z> 3—8*^^^^^ 

SMIL 1 ~ 3 <@<Dgfff 1 1 ~ 2 3-8 M<D|frFn<Di£gt 
5«5JtaL *5itJ«l^^mM^i: l~2i©«f g^tttS 3~8lO^ 

25 fn— /K t'PU7^ ^yi?7, v'fcKnfc'ys^ W ^ ^ 7 f -;K 1^7^^/K 

s: y y y try v 5 ^ t° y 5; tr y ^v 5 ^ y— /k h y 

1 ~ 4 fiOlil^ 1 5 3 ~ 8 Iro^^^IM i VTfflx.^ t? 
30 fr5o 
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im<Dmmm*&<gm-rz 3^sm(o^m^(Dmm^mmt ttMifi y^ 
5 i~3®(Dmmm*b i~2m<Dmmm**^^z 3~8 ma^manm^ 

i~3 ^^mm^- M~ 2 fiottafjDK-^&^Wi-a 3~8 Mo^fno^^m 

10 1 ~ 3 fl®&*jit?- £ 1 - 2 fl©«t*tllR^ Sr^*i-« 3-8 &<D7tmQ(DWm& 

15 1 mvmmm^t 1 - 2&<Dmmifrfr&ir*z> 3 -8i®^fQ^^m 
i-5^n*> l< vtt&fttifa&fem^ i — 3{@o^^M^-<t i ~ 2m<DmMm^ 

25 -r^y— 7^7^ ^y^yi^ =3r/^-9-y^ N ^yy^ wy y 
> x */w^y— /k y°yy\ /rp^y, y^^i?> N ^/^y=^ r7*-*-Vh 
y^> ryyv^ -fyKyy, y^Ky ^ 1, 2-s?tKn^y^yy 
^x^^ywK ^^yyt-yv 5 ^ ^y hyry— >k fh7tKp 

^^yt°y ^<i/X [b] Ti?fc°>\ -<>-X [c d] -f^K— /K $^n^ 
30 y'* [c d] -TVK— /K t°nn [3, 2, 1— i j] ^7 y ^ N v-y n^dMJ- [ 
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1 0 

b] i/fu^? [b] fcrjj?^ tfnn [1, 2, 3 — de] =^/^ 

f-y^ k'nn [3, 2, 1-hi] ^fyK-/K t°nin [3, 2, 1 — jk] [ 
l] ^yxrft'y, fen [3, 2, l — kl] [l] ^yxr^i/^ t°oo 

[3, 2, l-kl]^[e] [1, 4] v'ry^y, 1, 2, 3, 
5 7fc Kndf-/ y >\ l, 2, 3, 4-fb7kKo^y^y!)y N f^tKn^r/ 

ift*V^n[2, 2, 1-T1flfv^n[3, 2, 1 ] ^ * Vj£ 

1, 2, 3 — de] [1, 4] ^^X^-^f-v?^ fan [2, 1 — c] [1, 4 
] -^X^u-v^ fan [3, 2, 1 — k 1] -<^X [e] [4, 1] 7?r*c^ 
^^t£b*&m?tbtl, 0*b<(i-<^X^^^-/K t'oo [1, 2, 3 — d 
e] [1,4] ^^X^-^f-i^^ t°pp [2, 1 — c] [1, 4] ^^X^-^r-y- 
15 v>>\ fan [3, 2, 1— kl]^X[e] [4, 1] ^-^y->V^tf6> 

i ~ 3m(Dmmm^t 1 ~ 2^(D^^^^ri-s^fp^^^ < t ltm 

y^r^^T^if^tf e>tt N 0^b<a-<vy^Ty^K 1, 4-^y/f7i? 
20 i/&m?bfcz> 0 

v?tKn^77^ ^n^^ N 7^y/7 7y, ^I^T^ ^y^n-e:x 

, ^<^x [b] t^tify^if^sf hfi, &-§iis<t±'<>y7 7>, 

-<y-X [b] ^irfc^&^W* t>thZ>o 
25 lfi«^i: 1 ~ 2fi©«M^ tS^i^iS t LT0!Ix.f;£ 

^ -<yWy s ^y/ft^7^ «-^n-^ x f-ryhyy^if»f^ 

#?*L< ^^y^l: 0 ^^ ^-^p-^as^f 

30 0 
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1 1 




10 fed 5 ~ 6 lOff^Iii t LT^fe^JMfclft^te. lk<D3ZX»m 




15 tVK 1, 1 -v^^vWn^/K ^V^vK ^^r^/K -V^vK ir^ ^-?vta}£(D 
^vK v"^ n^df- vvK n-^^^/K 2 — ^ f-jVx/f u^^-z^/utj: 3 ~ 8 
Mx.fl ^I^f^tf^K TU/K yo-<=/K 2-^o^=;K 
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1 2 

5 tV^o 

10 ^^-fe y#/i^7j?~/w£ ¥<DfcmMTWc 3 ~ 6 ©'^ n Mx. 

MX-fcf 2 - t°-< y v^tf/WJ^/K 3 -*r/U7is ]) t*(D^m^, ^ 

o 

flia.ji^v^ ai^-v^ N hP^fvy, ^b^^^t^ ^^^i/^ ^ 

25 ;t£5*T,5^^if:/gt£: Ulto-, m-, ^fctep-^^l/^^f bfrK 

'^MM'x ^a^/^y, i/^n^-^^^^ifC»3~8M<^^^i 3 T/^>^<^ 

T/^^^S. TVl'^/V'^ T^3r~/l^ T/^y-^/^S> 77^^I©7 
30 A^/l^^ T/^V^S^fc^SgmSf^ l^fcfi^s l^-*fc^^oT 
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1 3 

5 1 , -N (R 6 2 ) R 6 3 s -C (=0) OR 6 1 . -S (O) n R 6 4 . -C ( 
= 0) — R 6 5 N -C (=0) N (R 6 2 ) R 6 3 „ -N (R 6 6 ) C (=0) - 
R 6 5 N — S (O) 2 N (R 6 2 ) R 6 3 N — N (R 6 6 ) S (O) n — R 6 4 N 
*fcfi-N (R 6 6 ) C (=0) -O-R 6 1 T*m&tlZ>m&m? bfrSo 

iiX'n fiffflS t m CMVfc&it U R 61 ^ 62 ^ 63 ^ 64 ^ 65 . 

^n^Sl*^ii2<D#^7K^m j ?T*t*^V\ <aU R 6 2 £R 8 3 «U SlVMO^ 
h £^mm 3-8 M^^tfcr ^ y S^r*i-r. £ s 0 

fi/Nny^-^TM^^tbTV^^.tV^ £fctt5*;: -OR 5 1 . -N (R 5 2 ) 
30 R 5 3 N -C (=0) OR 5 1 N -S (O) n R 5 4 „ -C (=0) — R 5 5 „ - 
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1 4 

C (=0) N (R 5 2 ) R 5 3 , -N (R 5 6 ) C (=0) — R 5 5 \ -S (O) 
2 N (R s 2 ) R 5 3 n — N (R 5 6 ) S (O) n — R 5 4 > *fcf±-N (R 5 6 
) C (=0) -O-R 5 1 X*=£t£*lZ>m&mf fcnS. rr.^nfiiwlB^CSBfc 
Sr&U R 5 1 , R 5 2 . R 5 3 . R 5 V R 5 5 s &£^R 5 6 tt\ 1^— % U< 

K^-m*v\, <au r 5 2 i:R 5 3 ^ -k^^vx ^tih^^-r^mmm 

10 R 2 2 £R 2 3 x R 3 2 iR 3 3 N R 5 2 i:R 5 3 % *fcf*R 6 2 iR 6 3 titt 

gasmen as^tmnj^w^rf fonso j t©*5fct&m3~8*n©*2iKT$y' 

UT^flstt^H:, flRfi&SfJOK^S: 1~3 fl-^tf 3-8 MtSSfcttg*!^ 
15 i**J:tW»J!IC^l«*^tp3'-8Jiaiai^rf6>^ Sfe^*W^ttl-f 
a y i?^/K l - fcf^ y vV „ 1 - fcf^7 v^/K y J > 1 - ( 4 - * f-As 

30 ^©*^^^/w^T/v=^V*/^=^3£^*;o^k^«». T/v^/^^-*^ 
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1 5 

X*W&£tiTsu% y j jut y&bteo friths T fr^*cl/3) ;vi£~;vmz. £ *) 

gm $ tv^/^ * tv^ i: ft o -/tft&miwtf *i s o 

15 (a) ^J^(^/^^v'^S^T/i'=i^^^;^^^£i: ft ofoffr£^K:-ov^<£> 

A' (0l|&.tf£**8cl~6 ft^^^X^^^/!^—^) N h^cis* h*rZs* 
A'tt—A's =^ h *ri/* h ^r^^^T^^/K 2 - ^ h ^v'x b ^v^/l^^/K 2 - 

20 T/l^a^v'S^J; tltcT /U=t**y#;\s78~;ls (Mx.&tibM%. 1 ~ 6 ft £*<Z5 

fc£j^3£ 1 ~ 6 ft i£(Df&MCT7V^ *r*y^;vfc~;v) „ ^ h^v^ b ^v^/i^J^/k 
->miz i 19 g&£ (0i|*.fif|*3PHft 1 ~ 6 ft if©«7/w 

5£ (1) T*mztiz4t&yoh^<fc : z:<Dyu K7y^ ^ntjscxgit i 

30 TfFt^tiSttfS^tmSo -^.fcSftii^LTte, fctx.«^ % *ffc 



WO 2005/000825 



PCT/JP2004/009249 



1 6 

tKn^ v~< ^if /W7}> i> t Kp^ f< vif /uafc I'gfeft £*<D x 
5 /u* i^R (Dm. ; & «fct>\ 

#389H&a*tt, £*LfeSrE3[S£ b-OBV^fc&fc t) J^ft*fctt#SPftfc:Jg 

ttx #jxj^ ^$tL55i*o&^ mwftu &&m, ffiffltt&mit 
20 j;tm#iHi«:tt % m*-t£. M^mm. mvt, ^m, gwicioti^s 

iiflfttjfcAfc:** LIB £>fc 9 0. l~2OOOrag0^ b < « 1 ~200mgSr 1 

HI (MxJ£ 2 — 4HI) m^»tTa-%-*t-«n k&X*%Z 0 

25 „ 

l^cfe (A) 
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1 7 



R 



I >=NH 



X 



M 

(3) 



Q 



R 




M 



Q 




A 



/ 



X 



(1) 



[^X, R\ R 2 . Y 1 , Y 2 . A, Q, *5j:T^M«Hfr|B^|^Clc^Sr*^L. 

5£ (2) •et^tis^is (3) x*mztiz>4\:&yd%, Btj&^mmmm 

io r. irfciJ; 9, s£ (i) T-S £ *l 5 < & Witt 

ifbtiZo n*.t£, mmrnm m%.&. mm^mi-hv^^ m&txvt?* 
a±5fl2«w£x *fc(i4- (n, N-^w^y) K°wis&<Dmm*mu-t 

ft if) *#ffii-*Cli:j6St»#s o 



(B) 

5£ (1) IC&ttSY 2 -CO-Y 2 a (1 a) (Y 2 
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1 8 



Q 



\ 1 

y Y (2) 



V_ Y 2a 
HO 

(3a) 



M 



V 



=NH 



A 

-Y 2a M 



=N 



R' 



N 

\ 



(1a) 



5 „ ] 

^T^Ts S (3a) T?*$*t5^/^j|?^lfti:SJtS$*5i: 0> 5£ ( 1 a 
) ^£fr&4k&fa&mm+ZZk&'V%Z> 0 fc3VM£ N 5£ (2) T?**>$*L5<fb 
^mt^. (3 a) ^$HS*/^v|fe©it/Nay^b4fc*/tt4ifeil7K«b«: % 

&mf btl&o BP*>> Mta, ^o^>/^;^^$K (DCC) % i?J 
15 y^n \£>VD;\,1£*?4 % K (DIPC) N 1-^^-/1^-3- (3-^W5y 
tT/P-) -HA^n^ ^ K (WS C) \ h V T"/—J>v— l — f /U- h V ^ 

(^f^7?y) ^*=^.^f7/^nyytt$ (BOP) % i?:?^ 
=^*^#s^?7§ K (DP PA) „ N, N-*/^^^^-/V (An 
gew. Chem. Int. Ed. Engl. , 1962, 351) & i£H)^f h 
20 *t % jfiJRteJESCT^ Mx.^ N-tKo^^^W^K (HOSu) % 1-fc 
Kndr^yj/hJJj)/-^ (HOBt) , 3-t Kn^>>-4-^y-3, 4 

-v^Kn-i, 2, (hoobo t£g<DWMm&tinx.z> 



WO 2005/000825 



PCT/JP2004/009249 



1 9 

x TkBMb-t- h y ?7 a, tK^tj v v a % h y * a x y >)a % ^HtK^ 

10 k&X*%Z> a 

-etf&m (o 

5£ (1) ^*5tt3Y 2 tfS5£ : -CO-NH-Y 2 8 --CSftS^S-ffc:^ (lb) 
(Y 2 a f±Y 2 iCO^-^CD-CO-NH-CDi 5 \Z-%tfe<DMX*W7F£ntc 




(3b 1 ) 

[^X, R\ R 2 , Y 1 , Y 2 8 N A, Q, *5j;T>*Mf»IBtl^CS5fe^U 
20 5ft (2) T-^ftSte^^ (3b) £fcf* (3b' ) TfaiSns-fb-frttSr^ 

Ts o r i ia 5, ^ (lb) •v&Zfrzik&vo&m 
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2 0 

(d) 

Sfc (1) IZ&itfZY 2 ^5£: -S0 2 — NH — Y 2 a -T^^tL^ft^l) (1 c 
• ) (Y 2 fiY 2 ©5^ ^©1^©-S0 2 -NH-(DJ;5^#^CD^T*^$ 
5 titcm&&,f\-<DMft%:mir) fi N 0iJx.fl ^Tf-*tMS (Dl) 3= fete (D 2 

&f&& (Dl) 




KfX, R\ R 2 N Y 1 H Y 2 a % A, CK & XUMtemf&tm CMM^m 
10 U Bttter t -:/ h5¥^/P#=/i^©^S|SSr*"f 0 ] 

5£ (2) T^§^5fli»e>> 3cm (09*.rf. B i o o r g. Med. Che 
m. , 1999, 9, 3103. „ Tetrahedron, 1993, 1, 65 
. ^TtfiNu cleosides Nucleotides, 1995, 14, 8 

. ) mmo&mzwx* a; (ic) x*m£ti%fc&yo&nm-rz > z.b&-?%z> 0 
15 En*>, M*-t£. RmK^mmm w*.t£, n, n-^^*m7 5 k> 

^^yu^/^^vK, 7F7tKn77^ ^^na^^^if) tf\ 5£ (2) t? 

^^nsfb^i:^: (4) x*mistiz>fc&m&s m.m<D&$ET~£fct$&jf$ET, o 

^5. ££>^> (5) -v&zinzfc&tto (3 c) -t^&frisfls-a^ 

) 
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2 1 

(3c' ) fi^ST/^^ A'fcRJ&S**:: fcfcitU 5£ (lc) T?^ 3*1,5 
(D2) 



o=s— CI 




10 5t (6) -C**tt5T^^flWft:3&^ N ISC** J. Chem. Soc. 

, Perkin Trans. 1, 2002, 4, 485.) WR©*tfetCfllfC 
. ^ (id) T?*$nS^*Sr»i3t'f-«ri:ds^5„ W*>. to*-t£. RJ&tt 

I>7fcKn:77>\ ^an^^yftif) 4\ 5fc (6) -V&ZtiZT^lsm&ftb 
15 5£ (7) T^3HS^^^ScD#^T^fcf»#^T^ -7 8 < C~£»-C£/S 
S^SiilCfctK 5£ (8) T?*$*L5^«USrSSi3ti-5Cli:^#« 0 $f>t^ 
#£>*t35£ (8) (2) T«m£tiZ{k&®&, Rfctttfete. 

t£t®&*. M©#ftT, 0°C~^cDM-eS^$^:Sr bK£t), & (1 d) 
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2 2 

&f&& (E) 

±ia^fe (a) ~ (d) fcaavvrjflv^s*; (2) x*mt$thz>4t&%in, 




A (9) ZtlZT ^—/^mi&fcfr h > Zfclfc (#lxJl Bioorg. Med 
. Ch em. , 1 9 9 6, 6, 1 4 6 9. ) IBttO^ifcttlJpDT. ^ (2) 

Kfcif) 5£ (9) -e*$Jl57)/-/H^ftt h U 7/i^ngjsgfe$&;!M&£\ ^ 
SO##T*fc«:^£ET. 0 < C—MT?RJES$*S r. t KX *> % (10) "C^ 
SftMb^&iSSi^s-^-ctSo &vvt#e>*L55£ do) *x Stea- 
ls #>£5£: L-Y 1 -A-eJtfc*^5ik^J*> BU&lttm&ft&m*P* SS©1¥6 
Tx 0°C~^(D^-es:^$^:^-^^«t >9> ^ (ID T'*i?H5jb^^I 

£fc, 5£ (1) TyaSfbSflfrfrfctts -tlB5£ (9) T^£H5fc^^fe±lE:£ 
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m (f) *5£tf (g) <oi?mi>mtrt>tiZo 
(f) 




5t (9) TS$ti57)/-;l^i^« (3) T^£HMk^%£, Si&Wfg 

^ (1 2) T^£n3ffc-3*#>t5£ : L 1 -Y 1 - A-?*b ^tLSfl^ 

(G) 

5£ (1) Kl&ttSY 2 -CO-Y 2 a -X*m&tlZ>fc£-!&) (1 a) (Y 2 
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i"o ] 

^ (9) T'^^^^5ri/-/^^^«^J^#^Ts ?FflH48&&f\ 
5 fc^»^#Tl-"C N ^ (3 a) X*miSft%*^ismtfcI&iSi±Z>Z.b} l Z-&Y), 
S (12a) ft ^ i /55T*f 5 0 £>5l^ ^ (9) XM 

fc§ti5Ty^/«l^i:S: (3 a) T^^^^/^^m^^n^^b^^fc 

amm^m*. m.m<D^r, ^m^mm^s o^mm^^x^m^^^t 

iao-ClfitSri^-c-lrSo £6>fc, ffjMS; (12 a) T^^ttS'fb^ 
10 L — Y 1 -AT'^^>$tb?)^^^. EOSW^tifeft^'K M«^#aT 

. 0 < C~^©^-eKf£:$^: ; 5-<b^j:9, 5£ (la) xm£frZ>4k-&yo*mm. 

15 ^fc^tffeHSo 
#/fc*fe (H) 
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5 * (is) ■vmzfrzik&mn. smzTfi-tiM (hi) ^ (H2) kj; 

It(Hl) : 

5£ (13) "C^$ttS^^^fe> Xifc (iiil J- Med. Chem. , 1 
987, 30, 494. tfcliT e t r a h e d r o n Lett., 2000, 

io 4i, 9741. ) im<oxmzmcx&]&i-zzk&'v%Zo bp*n 

-MJ^&if) -t\ 5£ (13) *T?*£*i«<b^«iU:> mJ:5i^if©^o^^ 
jb^J^O°C~^©^-C*^$*Sr.^^J: tJ % 5£ (15) T^frMb'S^Sr 

15 It (H2) : 

^ (14) ^*$tL«fl2^fc*fl2^^^^*=^©^^*=/WbfflSr, ^ 

S^iiUlit), 5£ (15) tt£tiZfc&m&mk*&Z.b&-V%&o 
20 S: (9A) -rOLZin&tt&tate. J. Med. Chem. , 19 

8 7, 3 0, 4 9 4. ^fcteS y n t h. Commun. , 2002, 32, 16 

71. ) &m<oimfcmKx. (15) 1?^ £ h 5 a> h 3 c: £ a* t 
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i® (hi) fc^ffl-rs^n^^^w^ u-cf4. mx-&. toyi;? 

£#8* (J) 

2), (12). (i) nf*3*L5fls**fc*v v ^ x *^ : -s--e«*tsfc 

W (2 A) , (12 A) , (1A) fcs ^-^W^b^^b^O^^ 
«r***ib*a£fcfc* 9 flfctf, OT^-t-^ (J 1) s (J 2) 

*fcf4 (J 3) \n£*)&f8.1rZ>-bfr-?%% 0 

(j i) 

rV y l 

Y 1 \ ' B L (15) R1 \^-S 



C ^ N - B - HN 2 , 

x*ju> / 2) ^* a R > 1 

(18) A 7 (2A) 



(17) 



B-NH 2 
X«(J12) 



. Jfl N 

XjS(J12) / Y 

A (19) 

5£ (l 8) »Tfc*«6 (J l l) ^ (J 1 2) ^ 



/ 
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IS (J 1 1) : 

^ (17) -C^SftS-T y^v-T^- hMm&t&. : NH 2 — Y 1 -A^*b 

5 fcte##£T. Ot~»MT-^$t5r kfcXY), 5£ (18) T^^^S 
It (J 1 2) : 

10 % fcffcfc^mVkteMm T^h=-hV^ 7f7tKc77^ i^nn 

£OS£i2r5;i 4: S (19) T^SHS-i' yf*V7t- b^W^%Mat-T 

5rim§ 0 ££>^, #e>tbfc^: (19) ywrt- h«$c 

15 5=. MJ /K ff7tKo77^ £fc{3^ nn^y/^) 4\ ^<£>##T* 
fcte^METs Ot~^I©Mt«$€5 r t 9 , ^ (is) xmtsfoz 

(is) xm&frzik&wt^ (15) x*m£ti?>ik&yo& 

, Xf& (0U*.rfs J.Med. Chem. , 1987, 30, 494. £fcf£S y 
20 nth. C ommu n. , 2002, 32, 1671. ) fRM<D&fe\Z.1£KX ^ fiu 

5&<D5£ (9 a) ^ {b^^-a-^ £ mm^fcT-eRfc -ts^tz.^ 

Bt*$H5S^iS©f^ flfc&SEOS&fT 5 »K ( 2 A) X*m$ 
1=}^ (J 2) 
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(6) IfI(J23) 

5£ (2 1) T't^tlS^^ OT^i-Xm ( J 2 1) % (J 2 2) 
(J 2 3) te£Vm&fSZ.k1fiT*%Zo 
5 X@ ( J 2 1 ) : 

5£ (6) -C*$ttST$^»*#:i:^*^^Srs (#Jx. 

T*fctt^#«£T. 0 < C~^©^T^^$^:6rir^J;«?, s£ (2 0) X*m£ 

io o) x>m£tiz>fc&yobTi'*:~T& > Rj&te^m&ftwm wz.t£* rb7t k 
(2D ^§^a^^uT«i^s:a»3rr sr. 

1*1 (J 2 2) : 

15 5£ (3) xm^fl^t^t^-^>T^m& ftV7VflS*JI9^ 
& (j l) <oig (J l 2) fc|i^lci£jS$ii:5r.i:tt:«fc t>, it (2 0) -<?*$ax 

) x-mzMJ yttisri— hmmfctr^-T*, fltrjfe^xa 021) ^ 
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It (J2 3) : 

5£ (6) T*m$frZfc&93k&; (l 7) -Ct^tbSft^Sr, flff^^fe (J 
5 l) <Z)X^ (J 1 l) fc|ig«Ste:Rjfc$*fcgU ^©B-C^StbS 

^J8Mfcf&KJS&?T 5 ^ iri-i «9 . ^ (2 1) -vmistiZ>fc&®&mmirZ>Z.k&X' 

SfcfcU #f>ti-5S (2 1) -vm$tiZ>{k&Voki& (15) -e^^^S-fk^S: 
> mm<D&mm (J 1) ^|^«I^KJtS$^:5r.i:^«tt) N S: (12 A) 

(J 3) 



p y 

f M I«(J31) 
S 



(20) 



/ 

N 

/ 

(19) 



M 



(6) 



* 7. 



HIM M 

7 1 



M 



(22) 



(1A) 



1«(J32) 



15 



D£fK R\ R 2 X Y 1 N Y 2 > L s Q N A, *3 ^tflVEttliufBi: 1^ £#Sfe£*fc>i- 

O ] 

^ (22) T*$*LS^4*W:, »Tt*tXS (J 3 1) Jcfcte (J 3 2) ^ 
IS (J 3 1) : 

5£ (2 0) ^*$*L5<fba>«>i:5*; : NH 2 — Y 1 -At't^$|l5^ll^, mf 
JfiG^fifcifc (J 1) ©It (J 1 2) kmmz&.)&£&Z>Z.k\Z&y), (2 2) 
20 T^$n5^*>^T«l#fr*»i3ti-5r.i:^T?#« 0 
Ig ( J 3 2 ) : 

5£ (19) t^^HSI^tS (7) T^^Ste^fe^ mfiE^^ (J 
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3 0 

2) (OTM (J 2 1) „ fcSV^i^J&fe (J 1) ©It (J 1 2) tn^SSfclKJSS 



10 



15 



20 



#fetbfc^ (22) ^g^^bi^i:^ (i 5) xm£ft%4k&m* 
. bu^O^^* (Jl) *fcte (J 2) t»RJS$t5riia^ S(1A 

■h&m (k) 

*fc, _LfEi§*£c (e) ~ (g) iz&ifzmnfc&mxhziz: o) t^^tis 
j^T^i-^ (Ki) ■ztcn (K2) ^.tig^-i-srt^-c^So 

(Kl) 




XH(K11) 



(23) 



R 1 



Xa(K12) 



N 



Y 

E (26) 



NH, 



(9B) 



R 2/ L 

( (25) 

R - OH 

(24) 

[5£«K R\ R 2 „ :&J:T>*LteiiufB£I^CM:<£r*U E(4-NH 2 3i N — NHP 
& (2 5) ^SfrLSffc^Wu ^Tt-^tl^ (Kl 1) N (Kl 2) 

Ig (Kl 1) : 

5£ (2 3) T^^Ste^/^b. ffiSii©:* (9 A) X*miStlZfc&!%)(D<&-]$.m 
i&f&m (H) OX© (HI) ) i^CT^tSri^So BP*> N SJ&i-^ 
(2 3) T^$tt5^^^ N *m^«t9^^«if0^ny^^Jt: 
0°C~^o^X*^$^r5^i:l3:J;^, 5£ (2 5) T^£;ft5'fti^£a^i- 
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TM (Kl 2) : 

5& (2 4) -c*£fr3<ffr64to&»6>* fui&o:£ (9 a) ^Sftsfc^fe^ffcife 

(<£*£$£ (H) Olg (H2) ) i^CT^t5It^^5o Wip, S (24 

19, i£ (2 5) -e^$tt^<b^^r^5t-r^-i:^^#ao 

5£ (9B) xm$ftZ> 2-T5/t#/^IW, » (M;M 
.Chem. B e r . , 1966, 99, 2110.) laifc^ife^ip Ct, S ( 
10 2 5) -e^$tL5'^k-a'% : S^fflV^T'a•^i-6-i^•e#5o fiP*?s T/l'a— /H4*8ift 

^ (25) T^^n^'fb^i:^; (26) r-^frS'fb-a^^ 

#^ETs 5 i i S (9B) -^S^ttS'fb^ 

15 (K2) 

D B 1 

1 1 X 1 =C=N 

R X^O n 3 ~ R \^0 (28) 

r2 /^l R 2/ ^N 3 2) J35M£^ 

(25) (27) (9B) 

^ (9B) X-WttStlZfc&mts $M (Wtt£, Synthesis, 1993 
20 , 54. „ Tetrahedron, 1999, 55, 14701. „ ^fc^O r 
g. Le t t. , 20 0 2, 4, 54. ) lE*^^^ CT. 5£ (2 7) Xi$t£ 

if) "i^, 5£ (25) xmztizfc&m^ TVitmrn. wz.&s r^-rw>^ 

25 ft if) *0X:~mM<om&Xm&iSi£ : Z>^t\Z-& ] 9, ^ (2 7) T't$Wa-7 




NH 2 
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3 2 



ztizik-g-mt^ (28) ^^ax^^r yw* — bfc5v>(i^ yf^r-j — h 



(L2) 

10 -o-xm&n&a-^y-y—^w^w- (12B) « n ^^^^b^o^^- 



15 & (27) T'^^^s^^i:^; (29) •vmztizik-G'to&s mmv&j&m ( 

K2) tmm\zRjfcisitZ>Z.bfcJ:V) s it (12B) T^^ttS^-^^y-^fl^ 

©*)£aTI4#*©MI^^ ^ (fllfcrSx Green, T. W. *5it5 
W u t s , P . G . M. .Protective Groups in Orga 
nic Synthesis, John Wiley & Sons, Inc. ( 




(27) 



(12B) 
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1 9 9 9) ) fflG(Djjm\zj:*)ff5zb&'?%Z 0 

**W»!lf±«irf, * (1) N (la), (lb). (1 c) , *5j:tMl d) 

o 

: X-fjrflssU&fc&m&mi/y* (ODS) (j8fi&£ Comb i S c r 
een ODS-A (*^tt!7>fx^) ) ft§5 0mmXrtg4. 6mm. 

5/im, 12 0 ^-^^ }> n — A 
MjS: 3. 5ml/^ 
: 

tftffiA ( o . o 5 % h y p mMikWW) 

^WrfSB (0. 0 3 5 % h !J 7;^Dgtt7t f= MJ 

mmmm (#) :#sj*@a/#wj*bb 

0 ->0. 5 : 9 0/1 0 

0. 5-»4. 2 : 90/l0-»l/99 

4. 2-»4. 4 : 1/9 9 

4. 4-^4. 8: 1/99-^99/1 

4. 8->6. 3 : 9 9/ 1 

6. 3-»6. 4:99/1-^100/ 0 

##Ml 

2, 2, 2-by7;Vtn-N- (5-^^-1, 3-^T^-/l— 2— f/k) T 
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(5. OOg, 4 3. 8mmol) OF/Vx 
« (150ml) 0°C^X h y ^/^ng^^^TK^ (6. 18ml, 43 
. 8mmo 1) SrigTU 2 0#p B m#bfc o ISfP^TK^n^L, ^nn* 

Zk\z£V) , mMit&y?) (5. 9 0g, 69. 1%) £#fc„ ; 1 H-NMR (D 
MSO-d 6 ) 13. 76 (b r s, 1 H) , 7. 35 (br, 1 H) , 2. 3 
10 1 (br, 3H) . LC/MS (M+ 1 , {%Wmm : 211. 0, 3. 07^ 

2, 2, 2-MJ7/Wtn-N- [(2Z) -5-^f;U-3- (l-t7Wf 
;v) -l, 3-f7^;v-2 (3H) — f Dry] 7-feh7 5 

2, 2, 2-^7/^0^- (5-^f;V-l, 3 — s f'TV^-)V— 2 — 'jVl') 
15 7tb75; K (3. OOg, 15. 4mmo 1) £ 1- -1r~7 5 

U> (2. 8 6g, 16. 1 5mmo 1) ©N, N-^ WM75 K {1 5 
m 1) V 17 A (4. 24g, 30. 8 mm o 1 ) <D <£ 5 it* 

y?>A^qx. N iiatti. 5^m#bfc 0 sj&m, ^^m^^M^, mm^ 

/^-^^tCT?fc#-r 5 ^ t K <fc <9 , *®ffcl^ ( 4 . 2 7 g , 7 9. 2 %) £r# 

fc 0 ; 1 H-NMR (DMSO-d 6 ) 8. 20-8. 30 (m, 1H), 7. 9 

0-8. 05 (m, 2H), 7. 45-7. 60 (m, 3H), 7. 30-7. 4 
5 (m, 2H) , 5. 8 8 (s, 2 H) , 2. 2 8 (s, 3 H) . LC/MS (M 
25 +1, ffc*£H#fia) :4 3 9. 0, 4. 1 3^ 
#%#J3 

5-^A—3- (1—7-^^-7^^) -1, (3H) — i 

2, 2, 2- b !J [ (2Z) -5-^^-3- (1— T^^/Up* 

30 <f-/U) -l, 3-^7-^^-2 (3H) — (Vy*>-1 TirhT^K (2. 76g 
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, 7. 89mmol) h =7 Kn 77 > ( 1 Om 1 ) i^^/^/V (10ml 
) w*LfcMfcT2M*ttffr*-hy *>J±7kmm (lOml) m^tz. 

mm^mmm^ir^-t^xv)^ mm^m a. ?5 g , 8 7. 3%) ^#^ Co 

; 1 H-NMR (CDC 1 3 ) 8. 04-8. 10 (m, 1H) , 7. 80-7. 
92 (m, 2H) , 7. 3 7-7. 6 0 (m, 4 H) , 5. 8 4-5. 8 7 (m, 
1H) , 5. 26 (s, 2H) , 1. 92 (d, 3 H, J = l. 5Hz) . LC/ 
MS (M+l, ^B#f^) : 2 5 5. 2, 3. 2 6^ 

mnwi 

(a) ^^/k 2- ( { [ (2Z) - 5-^/1—3- (1— ^^fyi^^) - 

i, 3-fry^-2 oh) — i- y^>] 7$/} ^^ T ^ h 

5-*^-3- (i-^fvi^^) _ x 3 _ f7 ^_ 2 (3H) - 
(200mg, 0. 787 mm o 1 ) (DW a n ^ ^ i^Sft (6ml) ^ 
0°C^T2- (>^nn^/^=^) 5^A#tt^^ (2 0 3mg, 0. 8 6 5mm 
ol),^y7ntV^ 7 ^(o. 2 7ml, 1. 5 7mmol) tMm 

io4-^^75ytfp^m, MfcTiwiiiwifc, Rjsft, 0 °c 

■J-StfcfcJ:^ MHfc** (2l8mg, 6 1. 2%) £r#f Co ; 1 H-NMR 
(CDC 1 3 ) 8. 10-8. 18 (m, 1 H) , 7. 8 0-7. 9 2 (m, 3H 
) , 7. 3 0-7. 6 2 (m, 6 H) , 7. 2 6-7. 7. 3 4 (m, 1 H) , 6 
• 24 (br, 1H) , 5. 50 (s, 2 H) , 3. 91 (s, 3 H) , 2. 06 
(br, 3H) . LC/MS (M+ 1 , ftttB$m) :4 5 3. 0, 4. 3 9# 
(b) 2- ( { [ (2Z) -5-^^-3- (1—7^7?^^) -1, 3 

2- ( { [ (2Z) -5-^^-3- (l—r^^/U^^/U) -1, 
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3-^T^-/U-2 (3H) y^>] T$/} ^y r -y (1 

8 Omg, 0. 33 lmmo 1 ) %:*f H7kKD77V (5ml) b * # /—A- ( 

5mi) icmmzits z.tifc&mzx 2M7kmit-r h v v j±7kmm (2m n 
5 in- h y * j±7kmm&mx-xmwi<D P h& 5 ttf^ t u smi^/wcTtttn Lfc 0 

£iteW*i-<5r^cJ;^ ««fb-a« (I4lmg, 8 0. 8%) £*#rc 0 ; 1 
H-NMR (DMSO-d 6 ) 7. 7 0-8. 0 0 (m, 4 H) , 7. 40-7. 
70 (m, 5H) , 7. 2 0-7. 3 5 (m, 2 H) , 6. 96 (d, 1 H, J = 
10 1. 5Hz) , 5. 5 5 (s, 2H) , 2. 12 (s, 3 H) . LG/MS (M+ 
1 , :439. 0, 4. 1 3^ 

(a) t e r t-^f-;V 2- ( { [ (2Z) -5-^^-3- (l-^^vU 
ff-M -1, 3-f7^-2 (3H) -^yf^] 7^/} #/M?=/k) 

15 ,yy7-h©M 

5 -*J~;V- 3 - (1— f-^AstT-A') -1, 3-^T^-/U-2 (3H) - 
'f^ (139mg, 0. 546 mm ol) i:2- (tert-7*h 
^) (13 3mg N 0. 6 0 0mmo 1) (DN, N - ^vWJvW* T 5 

K (7ml) mm*P^ (3' -^^7577-n^) 

20 ^ K • — jftttltt ( 1 2 6 m g , 0. 658mmol) N t Kn^^yy b 

!)7^-/V (8 8. 9mg N 0. 6 5 8mmol) fcitJtMJxf^^ (O. 
15ml N 1. OSmmol) 3 0<C^T 1 ttmftft bfc D SJ&jft 

14 3m g> 5 7. 1%) &#fc 0 ; 1 H-NMR (DMSO-d 6 ) 8. 2 2 (m 
. 1H) , 7. 9 0-7. 9 9 (m, 2 H) , 7. 7 9-7. 8 5 (m, 1 H) , 
7. 4 0-7. 5 8 <m, 6 H) , 7. 28 (d, 1H, J = 7. 2Hz) , 5. 
30 8 8 (s, 2H) , 2. 24 (s, 3 H) , 1. 43 (s, 9 H) . LC/MS ( 
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M-f 1 , ifc^Rtiig) :459. 4, 4. 2 5 # 
(b) 2- ( { [ (2Z) -5-^^-3- (1-^-7^^^) -1, 3 

-fry^/v- 2 (3H) — ryfy] r^/l ^j^ao 

t e r t --ff-jV 2- ( { [ (2 Z) -5-^^-3- ( 1 — ^7^* 7" 
5 AO -1, 3-fry-;v-2 (3H) --YUr^] 757} ^/I^-A) ^^y* 
T— h (131mg, 0. 2 8 6mmol) 0»(5ml) HilMMWl 
, 4 -v^^f-:/ (2. 0ml, 8. OOmmol) SrJn*.. 5 0^X21111 

Dfc@ffc&Mmi-5r:£:fc£ <9 N SHUt^* (7 5. 5mg, 65. 6%) £r#fc 
10 „ ; 1 H-NMR (DMSO-d 6 ) 8. 15-8. 25 (m, 1H), 7. 85 
-8. 05 (m, 3H), 7. 45-7. 60 (m, 6H), 7. 38 (d, 1H 
, J = 7. 2Hz), 7. 10 (br, 1H), 2. 21 (brs, 3H). LC 
/MS (M+l, l&W&Wi) :403. 4, 4. 05# 

15 (a) 2- ({ [(2Z) -5-7^-3- (l-t7W^) -1 

, 3-f7^V-2 (3H) — f U 7^] 75/} ^^/7- b<D&J& 

m^m2(D^m^m\^x, 5-7^-3- (i—^^^/v^^) -1, 3- 
fry^-2 oh) — r 5>-£ 2- tfu^tf-M gttt^^i©^ 

SrffJ&V\ aagfl^fcjSr-g-ffcbfc. ;LC/MS (M+l, :4 0 3. 1 

20 , 3 . 7 6^ 

(b) 2- ( { [ (2Z) -5-^^-3- {\—r-y^-tV^^jV) -1, 3 
-f7/-;v- 2 ( 3 H) — f y -T^] 757} ^ ^A-) 

Ulil (b) ©#SslCSfiCt\ 7^ 2- ( { [ (2Z) - 5-7^^-3 - 
(1-^-7^/^) -1, >V- 2 (3H) -^Ut'V] 75 7} 

25 7 =f-)V) -0-/7— h <©*I!7K5^KJS&?t&V\ gtmfc&Vo Sr#J& bfc 0 ; L C/M 
S (M+ 1 , fcWmffl) : 3 8 9. 4, 3. 4 9 # 
#Mf#j4 

2, 2, 2-MJ7/^a-N- (4-^f/V-l, 3-f 7/^V-2-f;V) 
7-fe h7 5 K©£*fifc 

30 #%i 1 <Djjmz.mCX, 2-757-5 -^f;Vf7)/-^i h ]1 ~7 A>Jrv^ 
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mm&mk<DBa&t:fti*\\ mmit^m^^it 0 ;lc/ms (m+i, 

0#Fb1) : 210. 7, 2 . 8 9^ 

2, 2, 2-M)7^tn-N- [ (2Z) 3— (1—^7^^ 

5 ^-/u) -l, a<-2 (3H) — f y t^^] r-fehr^ 

##^J2(D^^2PC-C, 2, 2, 2- MJ (4-^^-1, 

©S^SrfT*V\ ^M'fb^^r^LfCo ; LC/MS (M+ 1 , &m&rffl) : 3 
5 1. 3, 4. 1 5^ 
10 #%#| 6 

4-^^1—3- (1 -^^/W^vl/) -1, 3-f7^-2 (3H) ~4 

#ti3«^fi;t, 2, 2, 2-h!J7/^P-N- [ (2Z) -4-p< 
^/>-3- ( 1 — r^^-JV^ -1, 3-f7/^-2 (3H) — f 9 t 5 ^ 

15 ] Ti? h75 K(7XbD*^KJS&frfcV\ ^J®<t^£r^j£L.fc 0 ; LC/MS ( 
M4- 1 , fikW&rW : 2 5 5. 2, 2. 3 7^ 

(a) ;*^V^ 2- ( { [ (2Z) -4-^^-3- {l —f-y^;V ^ ^-;V) - 
1, 3-f7^-2 (3H) ->f y T^] T 5 / } ^/vat—fls) -<>^7T—h 
20 <£>^J& 

##$il (a) ©^fetf CT, 4-^^-3- (1-^7^/^^) -1 
, 3-^7^-2 (3H) — f ^y^2- (^on^;l/^=;l/) ^J&§SM ^ 
^i©£BSSrff*V\ ^M-fb^^^bfc ; LC/MS (M+ 1 , flMSBSH) 
:453. 0, 2. 9 7^ 
25 (b) 2-({[(2Z) -4-^^-3- (l—ryf/Vff-lV) -1, 3 
-f7/^- 2 ( 3 H) — f !7 7^] 75/} ^jV-fo^;V) < £M.Wfc(0&l& 

(b) <D^{-?CT> 2- ( { [ (2Z) -4-^^/V-3 

- u— ^^vm^-ao -l, 3-^7^-2 (3H) — ry^v] 7^y 

30 1 H-NMR (DMS O- d „ ) 8. 08-8. 20 (m, 1H) , 7. 96-8 
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. 01 (m, 1H) , 7. 87 (d, 1 H, J = 7. 7Hz) , 7. 74 (d, 1H 
, J = 7. 7Hz), 7. 36-7. 63 (m, 6H) , 6. 74 (s, 1H), 
6. 61 (d, 1H, J = 7. 7Hz) , 2. 05 (s, 3 H) . LC/MS (M 
+ 1, fiy*«?W) :4 3 9. 0, 3. 8 9# 
##M7 

N- 3-<7-T^SU-2-«(M -2, 2, 2-hy^/M-p 

-f^)VT>Vy*M K (2. 4 0 g, 3 3. 3 mm o 1) £>gftft$tt (3 0ml) 
^.klT^St (1.71ml, 33.3 mm o 1 ) 2r?j§T L-fc 0 SfflmT 2 B#f^^# 
- (Om&Wm^* V UT (2. 7 8g, 3 6.6mmol) &Mx.X£hte2 

©RJSSrfffcV\ «S^4fcSr^U/t 0 ;LC/MS (M+ 1 , ft&R$ffl) : 2 
2 5. 2, 3. 3 5# 
#%#J8 

N- [ (2Z) -5-^^/P-3- (1-^-7^-/^^) -1, 3-f7^ 
-2 (3H) yfV] -2, 2, 2-fp7/I/^n7th7^ K©^ 

-2, 2, 2-h]J7;^n7tb75 Kil- 

©S*S«rfTJ&V\ *B^«lSr«a»^Ufc 0 ; > H-NMR (CDC 1 , ) 8.05- 
8.13 (m, 1H), 7.85-7. 95 (m, 2H) , 7. 45-7. 58 (m 
, 4H) , 6. 61 (br, 1H) , 5. 82 (s, 2 H) , 2. 5 3-2. 6 2 ( 

m ' 2H) • L 17 Cd, 1H, J = 7. 5Hz) . LC/MS (M+ 1 , 

B#Pe3) : 36 5. 3, 4. 7 5^ 

#%#!!9 

5-^^-3- (l— J-^Tvl^^/i,) - 1, 3_ f7 y^_ 2 (3H) _^ 
5 ><D&}& 
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#%M3<^^Tfet^CT, N— £ (2Z) -5-^^-3- (1-^7^/^ 
- 1 , 3 -f7^~ 2 ( 3 H) y 7*^] - 2 , 2 , 2 - MJ 

P7t br 5: K©ta*##Rjii*fTfcv\ ; 1 h-nmr 

(CD C 1 3 ) 8.05-8.10 (m, 1H) , 7.8 0-7. 9 0 (m, 2 H) , 
5 7. 37-7. 60 (m, 4H) , 5. 88 (br, 1H), 5. 27 (s, 2H) 
, 2. 29 (dq, 2H, J = 1 . 1, 7.3Hz), 1.19 ( d , 1H, J = 7 
. 3 Hz) . LC/MS (M+l, ffiknmm) : 2 6 9. 2, 3. 0 5# 

(a) *fVV< 2- ( { [ (2Z) - 5 -ac^vV- 3 - ( 1 - + !7^VV7< ^/V) - 
10 1, 3-f7^-2 (3H) -4 T $ / } 7,;Vi£=->V) s<l/^/T<— b 

msmi (a) ^fer$cT, s-^/u-s- (1—^7^^^) -1 

, 3-f7^-2 (3H) — f$:/£2- (^an^^^^/k) 
A'ka>BUti>&fT , b*\ %tmik&Vo*&fcl'tZo i 1 H-NMR (CDC 1 3 ) 8. 

15 11-8.18 (m, 1H), 7. 83-7. 92 (m, 3 H) , 7. 27-7. 6 
0 (m, 7H) , 6. 2 6 (br, 1 H) , 5. 5 1 (s, 2 H) , 3. 8 9 (s 
, 3H) , 2. 39-2. 48 (m, 2H), 1. 10 (d, 1H, J = 7. 4H 
z) . LC/MS (M+l, &Wmm) :4 6 7. 3, 4. 3 7^ 

(b) 2- ( { [ (2Z) -5-^/V-3- {X—ryf-/^^f-M -1, 3 
20 -f7/-/l/- 2 (3H) — YUxV] T5;/} X/WtJn^/I^) £c&W^<D^$c 

Hlfe^Jl (b) ©^SfcteSfiCT, 2- ( { [ (2Z) ~ 5 -=.*}-jV- 3 

- (l-t7Wf;W) -1, 3-^Ti/— /V-2 (3H) — f 9 9*^3 T % J 

LC/MS (M+l, GM$B#|I3) : 4 5 3. 0, 4. 04^ 
25 Hlg^J 6 

(a) tert-^/t- 2- ( { [ (2Z) -5-x^-3- (l-t7f^ 
tf-fr) -1, 3-^T:/— ^-2 (3H) -4 y 7*^] 75/} ^/l^^/W) 

H«ij2 (a) ^fe^SpCTs 5-^/1—3- (l-t7f/^^) -1 
30 , S-fT'/- /U— 2 (3H) — ^5^4:2 — (t e r t-7h^/^-/V) 
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5fe*«l4:©ie#R««rfr*v\ MH&g^fc^jfcbfc. ; 1 h-nmr (cdc 

1 3 ) 8.05-8. 09 (m, 1H), 7. 94-7. 99 (m, 1H) , 7. 8 
6-7. 94 (m, 2H), 7. 60-7. 67 (m, 1H) , 7. 30-7. 5 

5 (m, 6H), 6. 46 (b r s, 1H), 5. 80 (s, 2H), 2. 55 ( 
5 m, 2H), 1. 55 (s, 9H), 1. 73 (t, 3H, J = 7. 5Hz). L 

C/MS (M+l, i5M#8#F4}) :473. 1, 4. 98# 
(b) 2- ( { [ (2Z) - 5 -^)V- 3 - (1 --^y^/^^f-M -1, 3 

(3H) — r r^/} #/i'#~/t') SMi©^^ 

^»J2 (b) cD^fe^SpCT. t e r t -^/V 2 - ( { [ ( 2 Z) - 5 - 
10 3 - ( 1 —?-:75vK* ^vw) -1, 3-f7y^V-2 (3H) — f U V s 

>~\ 7$/} ^/Vtf^A-) -<^>/T— V(Dt e r t -^/I'S^ISMS U ^Mtt^ 
^3r-g-J&bfc 0 ; 1 H-NMR (CD C 1 3 ) 8.18 (d, 1H, J = 7. 7Hz 
) , 8. 03 (br, 1H) , 7. 80-7. 95 (m, 4H), 7. 40-7. 

6 7 (m, 7H) , 6. 5 6 (s, 1H) , 6. 2 0 (s, 2 H) , 2. 5 8 (q, 
15 2H, J = 7. 2Hz) , 1. 75 (t, 3 H, J = 7. 2Hz) . 

#%08 1 0 

2, 2, 2-by^/^t3-N- c (2z) -5— r y^ntryv- 3- (i-^-y 

^TK^AO -1, 3-^7^-2 (3H) -4 yf>] T-fehT^K^^ 
##^7*3^^8©^^^*®^^=!:^!-^ SP%. #%^J7<D^ 
20 tCipCT. -fy^l/^/Vft K^it^U^^? VT^O^Jfc&fT^, 4- 
^ y^n tVi— 2- h J) 7;^d ;i^7 5 / f 7^-^*^ tfc 0 

M^V^, ^M-fb^^^UfCo ; 1 H-NMR (CDC 1 3 ) 8. 1 1-8. 1 
8 (m, 1H) , 7.8 5-7.9 5 (m, 2 H) , 7.4 5-7.5 8 (m, 4H) , 
25 6 . 6 1 (br, 1H) , 5. 8 2 (s, 2 H) , 2. 8 5-2. 9 5 (m, 1H) , 1 
.19 (d, 1H, J = 7.0Hz) . LC/MS (M+l, «JWR9) : 3 7 9. 
0, 4.91^ 
*M£0U 1. 

5— f (1— I"??- As -l, 3-f7^-2 (3H 

30 ) — r^^^>^ 
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##^J3 0^1CSPCT S 2, 2, 2- MJ [ (2Z) -5 — f 

V^u\£;V-2>- -1, 3-^T^*-/l^-2 (3H) — < 

MS (M+l, ^Fl) : 283.2, 1.6 6^ 

5 mum 7 

(a) 2- ( { [ (2Z) -5— <y^ntVV-3- (1-^7^^^ 
/U) -1, 3-f7/^V-2 (3H) — < V 7^] T5:/} 

^«Jl (a) <D^r¥i:T, 5— fy^at>-3- ( 1 --^^/l^ ^vV 
10 ) -1, 3-f7/wV-2 (3H) — f ^yi2- (^ n 

^^ir<D^^^V\ ^^b^%^Lfc 0 ; 1 H-NMR (CDC1 3 
) 8.11-8.16 (m, 1H) , 7.84-7.93 (m, 3H), 7.28-7. 
60 (m, 7H), 6. 26 (d, 1H, J = l. 1Hz) , 5. 51 (s, 2H), 
3. 88 (s, 3H), 2. 71-2. 82 (m, 1H), 1.12 (d, 1H, J = 6 
15 .. 8 H z ) . 

(b) 2- ( { [ (2Z) -5-^f (1— J-^^vK?* ^vl") - 
1, 3 -^7'/^- 2 (3H) -4 !)f>] T5/} 2c&#^©£- 

^WJl (b) CD^fe^CT. 2- ( { C (2 Z) -5— fy/Pt° 

20 /W-3- (l-77Wf^) -1, 3-f7^-2 (3H) V XV] 

fc 0 ; 1 H-NMR (CDC 1 3 ) 8.17-8.22 (m, 1H), 7.96-8. 
0 1 (m, 1H) , 7. 8 1-7. 9 0 (m, 3H) , 7. 6 1-7. 6 8 (m, 2 H) 
, 7.35-7.55 (m, 4H) , 6.24 ( d , 1H, J = l.lHz), 5.46 
25 (s, 2H) , 2.69-2.80 (m, 1H) , 1.09 (d, 1H, J = 6.8Hz 
). LC/MS (M+l, tfknmm) : 4 6 7.3, 4.1 7^ 
1 2 

2- (4-fc Kn^ri/^/k) — 1 H — i V-Y V K— /^— 1 , 3 (2H) -VHrV 
30 4-757-l-7^;-;V (2. OOg, 2 2. 4mmo 1) ©WW (l 
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0 0ml) Ml-i7K7^/^ (3. 30g, 22. 4mmol) %3JPx. N 3^ 

mm\k&m (2. oo g , 40. 7%) *mc 0 ; 1 h- 

NMR (CD C 1 3 ) 7. 80-7. 88 (m, 2 H) , 7. 69-7. 76 (m 
, 2H) , 3. 6 6-3. 7 8 (m, 4 H) , 1. 5 7-1. 8 4 (m, 4 H) . 
LC/MS (M+l, fiM$R#Bg) : 220. 2, 2. 5 9 5> 
10 #%M 1 3 

4- (1, 3-^^y-l, 3-v?tKn-2H-^y^yK^-2 — (VI-) 

^k^-^r-ry/^ (1. 5 9ml, 18. 2 mm o 1 ) <Di?? u n /. ^ ( 5 

ml) i£ N - 7 SX^KX^^^-^^;^^-^ K (2. 5 9ml, 36. 5 mm o 1 
15 ) <£>S^nn;rf*^g$£ (5ml) fcttTU «e^t, 2- (4-t Ka^V/f 
AO — 1H— i ^K— A-l, 3 (2H) —^^(2. OOg, 9. 12m 
mol) ©^nn^ygi (10ml) ^TUfc D 2 0«M, 

(5. lml, 3 6. 5mmol) C^PP^y§S (1 0ml) 
*r*B*-* Rj£i&g«rO , C*-eJb#$-S\ $b^3 O^fS^bfCo KJft^s i&fn£: 

4fc ( 1 . 9 4 g , 9 7. 9 %) £r#fc 0 ; 1 H-NMR (CD C 1 3 ) 9 . 78 ( 
brs, 1H) 7. 8 0-7. 8 9 (m, 2 H) , 7. 7 0-7. 7 6 (m, 2 H) 
, 3. 75 (t, 1H, J = 6. 8Hz) , 2. 55 (t, 1 H, J = 6. 8Hz 
25 ), 2 . 02 (tt, 2H, J = 6. 8, 6. 8Hz). 
###J 1 4 

2-^^-4- (1, 3-i^-^y-l, 3 -5>t Kn- 2H-> f y>T XK- A 

-2— r/w — ^o-a-^ 

4- (1, 3-^^ry-l, 3 - v>t Fa - 2 H-^ V 2 -^^ 

30 ) 7*^t^V (8 7 3mg, 4. 0 2mmol) ©Tth^hP^i (5ml) 
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iC, 5, (6 8 9mg, 2. 4 1mmol) Srjbnx.fc 

5 g£a^,u= ! /ix*mm) "CWf84*t- « r. £ \z. «t 9 „ ^Hft-a^ ( 1 . 1 6 g . 97. 

%) &#fc<, ; 1 H-NMR (CDC 1 3 ) 9. 48 (s, 1H), 7. 80-7 
. 8 9 (m, 2H) , 7. 7 0-7. 7 7 (m, 2 H) , 4. 3 2-4. 3 9 (in 
, 1H) , 3. 8 2-3. 9 5 (m, 2H) , 2. 5 0-2. 6 2 (m, 1 H) , 

2 . 2 1-2. 30 (m, 1 H) . 
10 1 5 

2- [2- (2-T^y-l, 3-f7)/-;V-5-f^) - 1 H— f V 

'fyKwv-i, 3 (2H) -i^t-:/<7>ai& 

2-7*0^-4- (1, 3 — v^t Ko- 2 H— ^ V -i is 

)V-2.—y(jV) -?$-r— )V (2. OOg, 6. 7 5 mm o 1 ) (DWBMW. (3 0m 
15 1) fc N ^frW (617mg, 8. lOmmol) ^Px.fcm. 1 BtF^ftc b 

mm*mi£m£:-tz>~bfc£.*)^ mmit&m m&mfc. 1. 3 8 g , 74. 7% 

20 ) £r#fc„ ; 1 H-NMR (CDC l a ) 7. 80-8. 00 (m, 2H) , 7. 

26-7. 76 (m, 2H), 6. 76 (s, 1H) , 4. 93 (br, 2H) , 

3. 89 (t, 2H, J=7. 2Hz) , 3. 06 (t, 2 H, J = 7. 2Hz) 
. LC/MS (M+l, flMWfffl) : 2 74. 3, 2. 5 3^ 

1 6 

25 tert-^ [2- (2-757-1, 3-f 

2- [2- (2-T^y-l, 3-f7y-/V-5 — f /^) ^/V] - 1 H— f 
y^i^K— /I'-l, 3 (2H) -v^V (7 4 8mg, 2. 7 4mmol) <£)^* 
/V (3 5ml) k*?J—>V (5ml) t K^^— 7KfB#? ( 

30 0. 3 4ml, 6. 84mmol) SrJP^. % 1 2 O'ClCT 2^pr H ^^bfc 0 ^V^T 
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t 7fcfH$3 (O. 15ml, 3. 0 3mmol) %^Dx. N $&^120t 

5 K (10ml) s rh7t Kd77« (10ml) i:* (5ml) O&frft 
5 3«t»t»*U iWClICt^-t e r t (8 9. 5mg, 0. 4 1 
Ommol) Orf7tKn77« (10ml) 6 O'CfcT 2B#W 

10 ^7A>7n7f^77^- (^nn^V^^ ^=2 0/1-e^tH) X*ffiWk 
tSwifcj; «5 N mmfc&W (6 13mg, ZIg 9 2 . 1%) <H#fc„ ; 1 H- 
NMR (CD C 1 3 ) 6.76 (s, 1 H) , 5.02 (br, 2 H) , 4.8 1 (b 
r, 1H), 3. 30 (dd, 1H, J = 6.5, 6.5Hz), 2. 82 (t, 1H 
, J = 6. 5Hz) . LC/MS (M+ 1, fi8$H#|ffl) : 2 4 4. 3, 2.7 8^ 

15 1 7 

tert-:/5vl- (2- {2- [(M)7;Ptn7W) 7^7] -1, 3- 

&mmi(oxmzmKT, tert-7*^ [2- (2-r^y- 1, 3-^ 

20 fr&V\ mMit&yo &-£i-$L b 7c Q ; 1 H-NMR (DMSO-d 6 ) 1 3. 8 4 (m 
, 1 H) , 7.38 (s, 1H), 7.00 (t, 1H, J = 6 . 3 H z ) , 3.14 
(dd, 2H, J = 6.3, 6.3Hz) , 2.79 (t, 2H, J = 6.3Hz) . 
LC/MS (M+l, ftj^lB) : 340.1, 3.1 2^ 
#%#J 1 8 

25 tert-^/U ( 2 - { ( 2 Z ) - 3 - ( 1 -t7f/^ ^/U) - 2 - [ ( h 
V 7;^n7tf/H $/] -2, 3-^fcKn-l, 3-f7/^-5-^ 

##^2©^?Dt, tert-^/P (2- {2- [ (Hl7/^o7 
■fe^V') 757] — 1 , 3 -f7/-/V- 5 —^CM —hkl- 
30 (^ n o ^ fvt^) ^:7*uv£(D^J&&?t&V\ *JB^«S»Sr^b*i. ; 1 H 
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— NMR (CDC 1 3 ) 8.0 5-8.10 (m, 1 H) , 7.8 3-7.9 5 (m, 
2H) , 7.50-7.58 (m, 4H), 6.70 (s, 1H) , 5.81 (s, 1 
H) , 4.64 (br, 1 H) , 3.25 ( d d , 2 H, J = 6.5, 6.5Hz) , 
2. 74 (t, 2H, J = 6. 5Hz) . LC/MS (M+ 1 , tiM$R$ffi) : 4 8 0. 
5 1,4.3 Oft 
###J 1 9 

tert-^ {2- [2— T 3:/- 3- (1-^-7^^^-^) -2, 3- 

0^M3(Dj5$zfc^\^Xs tert-^/V (2- { (2Z) -3- ( 1 — f- 
10 yf-tV^^-M -2- [ (MJ7/l'tD7tf>'l') -2, 

1, 3-f7y-;v-5-f/W ^^vv) h©in*^¥S*S^fTJ&v^ N 
mmit&ya&'&l&Vtz.o ;LC/MS (M+l, ^«fW) : 3 84.1, 3.6 4 
ft 

15 (a) 2- ( { [ (2Z) -5- {2- [(ter t -~7 \> *r*sll JVOfr— 

)V) =^f-M -3- (i— ry^^^) - 1, 3-^7/^-2 ( 
3 h) — r y x^] r 5: y } ^/w*^^) -<wt— b 

^»Jl (a) W^^ipCT, tert-^/U { 2 - [ 2 -> f 5 / - 3 - 
(1-^7^^) -2, 3 -v>t Kn-1, 3-^7^-5-^^] x 

20 ^v^} #/w^ — h £ 2 - (jruux/uft^-jy) &&^m* s rsi'b<D&J&$:ftt£\i^ 
, £tMtt,&VB : fc&fitV1to ; 1 H — NMR (DMSO-d 6 ) 7.84-8.01 ( 
m, 4H) , 7.3 8-7.7 3 (m, 5 H) , 7.2 2 — 7.3 4 (m, 2 H) , 7. 
09 (s, 1H) , 6.96 (t, 1H, J = 6.4Hz) , 3.68 (s, 3H), 
3.01-3.10 (m, 2H) , 2.64 (t, 2H, J = 6.4Hz) . LC/M 

25 S (M+ 1 , £M$f$[H) :582.1, 4.8 5^ 

(b) 2- ({ [ (2Z) -5- {2- [ (ter t -rf V * /Vtf^jV) T 
%/] x-'f-jU) -3- {i—r^^-fV^^-M -1, 3-f7/wl/-2 (3H) 

^WDl (b) (D-ftmzmVX^ t^JV 2-({[(2Z)-5-{2-[( 
30 t e r t ~Zf h^i/Ufrtf-M T 5 /] ^;V} - 3 - ( 1 -t7f/l/^ ^/V) 



WO 2005/000825 



PCT/JP2004/009249 



4 7 

-1, 3-f7^-2 (3H) -A D "7^] T^y} *7Vfr—;V) ^^>/T— 
h^P7K^^Sr : ff^v> N ^M{b^?r^bfc 0 ; 1 H-NMR (DMSO- 
d 6 ) 7.80-8.05 (m, 4 H) , 7.25-7.62 (m, 7 H) , 7.02 ( 
s, 1H) , 6.95 (br, 1 H) , 5. 57 (s, 2H), 3.04 (br, 2H 
) , 2. 6 1 (br, 2H) . LC/MS (M+ 1 , ^B#^) : 46 7.3, 4. 

1 7# 

(c) 2- ( { [ (2Z) -5- (2-757^) -3- ( 1 — 
f-f^^f-A/) -1, Z-=f-T^— JV—2 (3H) -^]Jfy] 7$;} ^/Wft^/l' 

) ^yyr^ b h y ^/i^ni^^ 

7< ^ 2- ({ [ (2Z) - 5- { 2 - [ (tert -zf b ^^/WJ?—/!') 
T 5 /] - 3- (1 -t7W^) -1, 3-^7^-2 (3H 

) — Uf>] T 5 / } ^/V^— ^yy7- h (2 9 5mg, 0. 5 0 8mm 

0 1) ©S^nn^^ (8ml) »MJ7/^nHi (4ml) ^0^1. £ 

mzxm$m^tz.o rjessu «EjK«r«jEEe*f Sw^m^Ox sts^-a^ (29 

8mg, 5£*l$) ; LC/MS (M+ 1 , «M$l$flQ) :48 2. 1, 3. 

2 3# 

(d) *?vU 2- ( { [ (2Z) -5- {2- [ (^h^ri/X^-M 75/ 

1 -3- (1-^-7^7^^) -1, 3-f7^-2 (3H) -4 

2- ( { [ (2Z) -5- (2-7^/xf/W) -3- (1-^-7^ 
^^WO -1, 3-^T^—^-2 (3H) yf^] 757} ^< 
^Z/T—Y MJ7/UtP^it (14 8mg, O. 24 3mmol) ©^ub 
^^y^ (4ml) fc N 0°C{CT^nn^^^/i^ (o. 0 2 8ml, 0. 29 
1 mm o 1 ) > M) xsf-fVT 5: V ( 0 . 101ml, O. 729 mm o 1 ) Sr^Hx. 
s ^?&KTlB#P B m#Lfc 0 SJfcflK 0°C£-m*PU t&^^toKSrJD^., B»*- 

f - i^/Bffl|a:^= 5/5 TigttJ) T'**^i-^> £ £ <k I? > *JS^» (58. 9 
mg, 4 3. 8%) £#fc 0 ; 1 H-NMR (CDC 1 3 ) 8. 10-8. 15 ( 
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m, 1H) , 7. 8 0-7. 8 8 (m, 3 H) , 7. 2 4-7. 6 2 (m, 7 H) 
, 6. 37 (s, 1H), 5. 50 (s, 2H), 4. 90 (br, 1H), 4. 
01 (q, 2H, J = 7. 2Hz) , 3. 88 (s, 3H), 3. 24 (q, 2H 
, J = 6. 6Hz) , 2. 61 (t, 2H, J = 6. 6Hz) , 1. 17 (t, 3 
5 H, J = 7. 2Hz) . LC/MS (M+ 1 , : 5 54. 1, 3. 5 8 

ft 

(e) 2- ( { [ (2Z) -5- {2- [ (^h*^#S\/?$— >V) 7^/] 
/W -3- (l-^-y'^^^/M -1, 3-f7^/V-2 (3H) — fy^V 

10 »Jl (b) (D^m^mCX^ *7-7V 2-({[(2Z)-5-{2-[( 
^ b^rV^/^^yW) T^y] ^?VW —3- ( 1 —~)~73-/V* ^/V) -1, 3- 

f7^;v-2 (3H) yf>] T5:/} ^/utJs^/H ^yyr- YoiMfrft 

Mfcfc&ftfo\ mmik&Vs&&l$L.ti 0 ; LC/MS (M+l, #«pl5lffl) : 5 
4 0. 1, 3. 8 5# 

15 (f) y^vk 2- ( { [ (2Z) -3- (1 T-^/l^^/I') -5- {2- [ 
(rh7tKD-2H-t'7^-4 — f/i^/i^—AO T^y] ^;v\ -1, 3 
-^T^S—tV- 2 (3H) — ^ !ify] 7^;} */Ut}s=^) ^y)/7-bro^ 
|H»>J2 (a) ©^iClpDT, y^ 2- ( { [ (2 Z) -5- (2-T ^ 
/a^vk) -3- (1— Ir'y'l-A't'f'jV) -1, 3-f7^-2 ( 3 H) — f 

LC/MS (M+l, #M#H#Pf!1) :5 94. 4, 3. 8 0£* 

(g) 2- ( { [ (2Z) -3- (1— ?Z7'?;V*<f-M -5- {2- [ <cr b 
7t Fn- 2H-t°7>--4— fA'#A'tf=-A') 7^/] ^5VW -1, 3 -^T 
25 /— /t^-2 (3H) — ry-TV] 7 5 7) 

HWOl (b) <Dj?mzmCX, y^/W 2- ( { [ (2 Z) - 3- (1— 7-7 
^AstJ-tv) -5- {2— [ (rf7tFo-2H-^7y-4-^/^;^=;i/ 
) 757] =?vW -l, 3 -^ T> /w- /k _2 (3H) ->f y -^V] T 5 / } 
tfsvu) ^^yT-b^BTK^^SrfT^V^, ^^^^^Lfco ; 1 H- 
30 NMR (DMSO-d 6 ) 13. 20 (brs, 1 H) , 7. 84-8. 03 (m 
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, 4H), 7. 25-7. 68 (m, 7H) , 7. 02 (s, 1 H) , 5. 56 ( 
s, 2H) , 3. 7 2-3. 8 0 (m, 2 H) , 3. 10-3. 2 4 (m, 6 H) 
, 2. 65 (br, 2H), 2. 19 (br, 1H) , 1. 35-1. 50 (m, 
4 H) . L C/MS (M+ 1 , f*^B#^) : 5 80. 1, 3. 0 6 # 
5 (h) t^JV 2- ( { [ (2Z) -5- [2- Wyn=if/^;l,75y) ^ 

/u] -3- (i — -l, 2 (3h) — ry^^ 

mmmz U) o^kupct, y^ 2- c { [ (2 z) - 5 - (2-75 

/ji^/U) -3- (1 --f-^^/U^^-jU) —1, 2>-^-TV—?V-1 (3H) — f 
10 y-^y] 7^/} ^/l^^A-) -O-^/T— b ^/^n^^^<t 4- fc"^ y ^ 

^^^^^§rtT^V\ ^^b^Sr^LfCo ;LC/MS (M+ 1 , mm 

ffl) : 5 8 7.2, 3. 4 3^ 
(i) 2-({[(2Z)-5-[2- Wy = 3f;^;k7^/) - 

3- (l—rz7^;V*?-;V) -1, 3-^T>/— 7V-2 (3H) -'fUfy] 75 
15 /} &&^m<0&&. 

mmrni (b) ©^tfCT, 2- ({ [ (2Z) -5- [2- W 

y-^T-y^C/UTS. /) x-f-As] -3- (l-±Z7f-/uy^M -l, 3-W 

' ^ — 2 (3H) y 7="^] 75/} ^/l^ziwW) -<y^7- hOflMcrfrfi?^ 

&*TftV\ ^M'fb^Sr-a-^bfCo ; LC/MS (M+l, fi^^Pg) : 5 7 3. 
20 1 , 3 . 2 25> 

##$J 2 0 

2- [2- (1, 3-v ? ^-dry^^-2--f /U) - 1 H--f y-f ^ 

-1, 3 (2H) -^y©^ 

2- (2-yn^y^-7V) -l^-my^^ (9 0% 2. OOg, 11. 
25 lmmo 1 ) i7^;W 5 Kj& V (2. 05g, 11. 1 mm o 1 ) ©N, 

N-^fMM7 5 K (20ml) ?«£r 1 0 0°C^T 1 . 5BtTO^Ufc 0 

30 mcxmft'tzzkfcz.iQ^ mmit&m (2. o6 6l 75. 7%) ; 1 
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H-NMR (CDC 1 3 ) 7. 8 0-7.8 5 (m, 2 H) , 7. 6 7-7.7 5 ( 
m, 2H) , 4. 96 (t, 2H, J =4. 4Hz), 3. 78-4. 00 (m, 
6H) , 2. 08 (dt, 2H, J = 4. 4, 6. 9Mz) . 
2 1 

5 3- (1, 3-^^y-l, 3-i?t Ko-2H— 

2- [2- (i, 3-^^y^^-2-^/k) cc^yu] -lH-^y-fyK- 

/W- 1 , 3 (2H) -v^J-^ (7 2 8m g, 2. 9 4 mm o 1 ) ^ff7tFn7 
7^ (12ml) tmSt (4ml) rjlCM(CT2Mi| 
10 (5ml) ^P^Lfcm. 5 0°C^T2^m#Lfc o EOfc^. ^n£H^^ 

(5 4 6mg, 91. 4%) 3r#fc„ ; 1 H-NMR (DMSO-d 6 ) 9. 6 5 
15 (br, 1H) , 7. 8 0-7. 8 8 (m, 4 H) , 3. 84 (t, 2 H, J=4 
. 4Hz), 2. 79 (dt, 2H, J = l. 5, 6. 9Hz). 
###U 2 2 

2- [ (2-r^y-i, 3-f7/-/v-5->f/v) ^^vw] -iH-^y>fy 

1, 3 (2H) -^ty©^ 
20 3- (1, 3-^^y-l, 3-v?tKD-2H-^fy^yK^-2-^ 
) y>ns<*r—;v (866mg, 4. 36 mm o 1 ) ©MfeSSSR (30ml) ^ ^ 
CO. 22ml, 4. 29 mm o 1 ) *mT bfc„ 2 Nf^*# 

«s ®JiW»3JS»fea^*l6»2:SCftU*: 0 ^©SJ^jStf^!>W7 (3 7 3mg 
, 4. 9 0mmo 1) SrAnfcT 2 Lfc„ $g&£«JE©* U #b 

25 tl,fc^^^^/-^-^^^^-^HcT^i-5^^^«t 9. <6JKfebfc„ ^ 
4tt*»BE«*^«ii:JCJ:5. (6 1 6mg, 55. 8%) &#/c 0 ; 

LC/MS (M+l, ftttttm) :2 6 0. 0, 3. 7 6# 
2 3 

tert-^/W [ (2-T^y-l, 3-f7^/U-5-^;>) p< ^] *> 

30 
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1 6 (D-ftm^m CT, 2- [ (2-T5/-1, 3-f7^-5-^f 
AO tTAsl 3 (2H) -^07^0^/1^1 

**lfe*U #b;ftfcT5 >-£r t e r t -^/^/«=^S^T^L N mmfc 
Lfc 0 5 1 H-NMR (CDC 1 a ) 6. 89 (brs, 1H), 4. 
5 84 (brs, 1H) , 4. 28 (d, 2H, J = 5. 5Hz), 1. 46 (s, 
9H) . 
##M 2 4 

t e r t --f=T^ ( {2- [ (MJ7;l/tn7tf;l/) -1, 3 -^T 

/i/-5 — f/w */w<^— w^ts. 
io ^mi<D^m^mcx, text-^/u [ (2-7^-1, s-^rv 

-jv- 5 — itV) *=f-)V\ #>wm — b t hi) ^/^o^iffiTK^irO^^fT^ 
V\ ^Mfb^Sr^bfCo ;LC/MS 0M+ 1 , {KftrttlH) :3 26. 1, 3 
. 1 7# 
##01J 2 5 

15 t e r t -Zff-J^ ( { ( 2 Z) - 3 - (1 —}~7?'A'* f-M - 2 - [ (M)7 
^tn7tf;l/) ^5/] -2, 3-^tKo-l, 3-f7/^-5 — f/W 

#%^(J2 0^^2PCT, t e r t ( {2- [ (MJ7;Uto7tf 

A') 75 /] -l, Z-f-TV—jv-s-JM ^^/u) #/us**~bb 1- 

20 no^f^) — ^:7*1/^£<^jS>Ht&V\ !£JS<ka*4fc*:-a-fftLfc 0 ; 1 H-N 
MR (CDCl a ) 8.06 (br, 1 H) , 7. 8 0-7. 9 6 (m, 2 H) , 7 
. 45-7. 58 (m, 4H), 6. 82 ( S ; 1H), 5. 82 (s, 2H), 
4. 87 (br, 1H) , 4. 18 (br, 2 H) , 1. 39 (s, 9 H) . LC 
/MS (M+l, mil) :4 6 6. 1, 4. 7 2^ 

25 2 6 

tert-^/l^ { [2 — T5/-3- ( 1 — r^^tV* -2, 3-i?H 

Kp-1, 3-^X^-/1^-5-^^] ^^/W — h(£>-a^ 

#%M3©^tCSpCT N tert-^/U ({ (2Z) -3- (1— 
A^^AO -2- [ (b!J7;^D7^^) -2, Kd-1, 

30 3-f7^/i/-5 — r^} *^ao */w<p<— h&mfcftMRfo&ffJzw mm 
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rtS-&#J&£-J&Lfco ;LC/MS (M+l, : 3 70. 1, 3. 1 9^ 

( a ) / f-A> 2- ( { [ (2Z) -5- { [ (tert-^b 

r^y] /^/W -3- (i -+ / ^-/u) - 1 , 3-f7^-2 oh 

^»Jl (a) ^St¥CT, tert-^/l- { [2-^57-3- (1 
-2, 3-^k Ko-1, 3-f7/^-5-^f/V] 

mit^-^S^^L-t'o ; 1 H-NMR (CDC 1 3 ) 8. 14-8. 17 (m, 1H 
10 ) , 7. 8 3-7. 9 0 (m, 3 H) , 7. 3 7-7. 6 3 (m, 6H) , 7. 2 
3-7. 30 (m, 1H), 6. 46 (brs, 1H) , 5. 50 (s, 2H) , 
4. 82 (brs, 1 H) , 4. 04 (b r , 2 H) , 3. 89 (s, 3 H) , 1 
. 3 7 ( s , 9 H) . 
(b) 2-{{[(2Z) -5-{[(ter t -Zf Y> ^UU Arfc—A) 7 5/] 
15 *<f-AA -3- (1 — -1, 3-f7/-^-2 (3H) — f U 
7V] 75/} ^&#Sfc<E>£*j£ 

HWJl (b) (D^m^mCX, 2- ( { [ (2Z) -5- { C (te 

r t-T'h^^/^/k) 75/] /^vW -3- {1 —Tyf-jv^^) -1 
, 3-^7^-2 (3H) -4 y y^V] 7 5/} X/ls7fr=-/U) ^<^>/7— ]><£> 
20 ^D7k^?^^fT^V\ :ftMte^&#f&bfc 0 ; 1 H-NMR (DMSO-d 6 
) 13. 25 (brs, 1H), 7. 78-8. 02 (m, 4H), 7. 25-7 
. 70 (m, 7H), 7. 08 (s, 1 H) , 5. 57 (s, 2H), 3. 97 ( 
br, 2H), 1. 34 (s, 9H). LC/MS (M+l,. flM$l$|BI) : 5 54 
.1,4.0 8ft 

25 (c) **f-As 2- ( { [ (2Z) -5- (7 5/^f/V) ~3- (1—^7^ 
/^vl/) -1, 3-f7^-2 (3H) -^UfV] 75/} 

//7-foM 

/ ^/V 2- ( { [ (2Z) -5- { [ (tert-^b ^X/XAsK—M 7 5 
/] *=?-M -3- {l—ry^/V^f-jV) -1, 3-f7/^-2 (3H) - 
30 yf/] 75/} ^</i/7-h (8 6. Omg, 0. 1 5 1 mm o 



WO 2005/000825 



PCT/JP2004/009249 



5 3 

i) (DWuutzis (3mi) tem\£hV7A'*-umm a. 5m n *mx., 

Mfc«* (7 2. Omg, 8 2. 0%) ;LC/MS (M+ 1 , ***m 

) : 4 6 8. 1, 0. 765) 
(d) *3vl, 2- ( { [ (2Z) -3- (1—^:7^/1^^) - 5 - { [ (fcf 
y-^-4 — f/l^5vl0 (h!J7;^nrtf^) J5y] 7^vW -1, 3- 

J-TV—IV-Z (3H) T y ^V] ^y^f,^ 

*3vV 2- ( { [ (2Z) -5- (T^/^^/P) -3- (l-^^vU^ 
-1, 3-f7^/V-2 (3H) --l'!)^] T^y} 
h (86. Omg, 0. 15 1 mm o 1 ) t 4 — y ^ (18. O 

mg, 0. 168mmol) Ol, (4ml) ^Mft^T 

1 ^.<omm^cmmcxhVT± h^ykm^^m-rvv *a (5 

1. 2m g> 0.2 3 Ommo 1) „ ffi&t (0. 0 2m 1) Ij|HT3l| 

V^;-;v=3 0/l» tflU *3K«r«BEe*bT#b*LfcaWt ( 
5 6. 4m g) ZVPuutf^ltzmMLIZo h V 7 fr* 

(0. 06ml, 0. 4 2 5mmol) N MJx^7?y (O. 10ml, 0. 
7 2 0 mm o 1 ) bMmm<D 4 -Z?* J~;VT X / t?y S^fcta*^ mmzx 1 H$|@ 
Bi#L;fc„ Ot*^U tettAJfcfc&Jl!*., BfcS^^vWcTttai Lfc 

tf^A^n^I^^^- (^tVWxf^=5/5T*ftH) •ClSltSr 
*Sffr£<|& (35. 8mg, 36. 2%) £#fc D ;LC/MS (M+ 
1 , feWtifm) :655. 2, 2. 9 8 # 

(e) 2- ( { [ (2Z) -3- U—T^^/V^^/U) -5 - { [ (fc-y^- 

4—4>v*?-,v) 7$y] pt^/w -i, 3-^ry-7k-2 (sh) ry^v 
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mmmi (b) <Dxm-mcx, j^/u 2- ( { [ ( 2 z) -3- a— j-V 

^vi^^vuO -5- { [ (h e p^-4_. <Wf-M (M)7;utn7tW 

7 ' /] 3-f7)/-;V-2 (3H) -^P^] 75/} 

■=A0 ^^T-hojp*^Rft:*fj^v\ MHlaMfcfc^jfcLfc. ; 1 h-n 

MR (DMSO-d 6 ) 8. 43 (d, 2 H, J = 5. 3Hz) , 7. 85-8. 
00 (m, 4H) , 7. 2 5-7. 7 0 fan, 7 H) , 7. 20 (d, 2H, J = 
5. 3Hz) , 7. 07 (s, 1H) , 5. 57 (s, 2 H) , 3. 50-3. 6 
6 (m, 4H) . LC/MS (M+ 1 , flMWRg) : 5 4 5. 1, 2. 4 5# 
2 7 

t e r t -^fvP 4 - ( 2 - fc Ku^if/i,) ]_ 

4_lf^y &is^#s*-A, (5.30g, 4 1.0 mm o 1) (^rhyt K077 
J"** (8 0ml) fc % SlfcTWiS?- t e r t -^/P (8. 9 5 g, 4 1.0 
mmol) Ofb7tKn77^t (2 0ml) fclTU *We*#Ufc. fiOS 

(^dd^a/^/^.98/2^) T?»jHi-«riJj:J:?>, ^ 

(9. 67g, £r#fc„ ; 1 H-NMR (CDC 1 , ) 4. 1 8 ( 

br, 2H) , 3. 6 6-3. 74 (m, 2 H) , 2. 69 (br, 2 H) , 1. 
6 8 (br, 2H) , 1. 4 5- 1. 5 7 (m, 2 H) . 
#%#J 2 8 

tert ~^ 4- (2-^ya-F-AO tvyi?y-i-^^^ h 
fc°^y^^-l-77^>^^-b©^^fr^v\ *^b^^^Lfc 0 ; 1 

H-NMR (CDC 1 3 ) 9. 78 (t, 1 H, J = 1.7Hz) , 4. 09 (br 
. 2H) , 2. 74 (br, 2 H) , 2. 39 (dd, 2H, J = 6.8, 1.7H 
z) , 1. 9 8-2. 13 (m, 1 H) , 1. 6 8 (br, 2 H) , 1 . 1 0 - 1 . 
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2 7 (m, 2H) . 

2 9 

tert "^ 4 ~ (2-7^-1, 3-^7/^-5-^1') hV*JJ5> 
O^rfefclpCT, tert-y^vP 4- ( 2 — y ^=f-;V) bVSJJS?^— 1 — 

*TfffcV\ l»fto»£^&Lfc 0 ; 1 H-NMR (CDC 1 , ) 6. 7 5 (s, 1 
H) , 5. 05 (br, 2H) , 4. 14 (br, 2 H) , 2. 7 2-2. 8 8 ( 
m, 3H) , 1. 90 (br, 2 H) , 1. 40-1. 6 0 (m, 2 H) . 

3 0 

tert-^/V 4-{2-[(MJ7/^P7tf/V)7^]-l, 3-^- 
ry-/u- 5 — Y/W 1 

*©RfcfcfrfcV\ mm^U, ; 1 H-NMR (CDC 1 , ) 7. 0 
5 (s, 1H) , 4. 23 (br, 2 H) , 2. 71-3. 00 (m, 3 H) , 2. 
00 (br, 2H) , 1. 54-1. 71 ( m , 2 H) . LC/MS (M+ 1 , {fc 
J#H#l?g) : 3 8 0. 1, 3. 6 7^ 
3 1 

t e r t-^/U 4- { (2Z) -3- (l-t7Wf^) -2- [ (hV 
7/^P7t^)^;;]- 2( S-v'fcKn-i, 3 -f7^- 5 -^^ 

2 (DjjmmCT, ter t 4- {2- [ (M)7/^n7t 

^) T^y] -i, 3-f7^-5-^/u} tv^y 

fc. ; ^ H-NMR (CDC 1 , ) 8. 0 5-8. 12 (m, 1 H) , 7. 8 0- 
7. 9 5 (m, 2H) , 7. 40-7. 6 0 (a, 4 H) ,6.61 (s, 1H) , 
5. 81 (s, 2H) , 4. 13 (br, 2 H) , 2. 69 (br, 3 H) , 1. 
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8 0 (br, 2H) , 1. 3 6-1. 5 2 (m, 2 H) . LC/MS (M+ 1 , ft 
f£H#Fr5) : 5 2 0. 2 , 5. 4 3 # 
3 2 

tert-^ 4- [2-^^/-3- -2, 3-v> 

##M3 0^^SpCT, tert-/^ 4- { (2Z) -3- (1-^7 
-2- [ ( b y ^7 )V^r^T^^-;\y) 4^/1 -2, 

10 4rfr*V\ aaB^**^ Lfc„ ; 1 H-NMR (CDC 1 , ) 8. 0 3 (d, 
1H, J = 7. 3Hz), 7. 83-7. 90 (m, 2H), 7. 31-7. 60 
(m, 4H) , 5. 9 0 (s, 1H) , 5. 31 (s, 2H) , 4. 08 (br, 2 
H), 2. 66 (br, 2H), 2. 39 (br, 1H), 1. 68 (br, 2H 
) , 1. 20-1. 46 (a, 2H) . LC/MS (M+ 1 , &W0ffl) :4 24 

15 . 1, 3. 0 3# 

mmm 1 o 

(a) teit-^/U 4- [ (2Z) -2- ( { [2- 

) 7^=-tV\ X/Uft^/u} -T^/) -3- -2, 3-^fc: 

Kn-i, 3-f7/-/W5-^;H tr^jj l 
20 »J1 (a) ©^«fe|c!pDT x t e r t -ff-fV 4- [2-^/ -3- ( 

J&«rfrftv\ ^J®^#/^^bfc D ; 1 h-nmr (cdci 8 ) 8. 14 (d 

, 1H, J = 7. 0Hz) , 7. 88 (d, 2 H, J = 8. 4Hz) , 7. 26- 
25 7. 6 1 (m, 8H) , 6. 2 7 (s, 1H) , 5. 5 1 (s, 2 H) , 4. 0 8 ( 
br, 2H), 3. 89 (s, 3H), 2. 49-2. 80 (m, 3H), 1. 7 
0-1. 7 6 (m, 2H) , 1. 3 0-1. 4 8 (m, 2 H) . LC/MS (M+ 

i, 6 2 2. 4, 4. 1 9# 

(b) 2- ({ [ (2Z) -5- [1- (ter t-yf^-^^to) fc^y 
30 ^V-4 — f/1/] -3- (1— ^fvlo^A') -1, 3-f7/-/l'-2 (3H 
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mmmi (b) (o^m^mcx, ter t-^^v 4- c (2z) -2- c { 

[2- (p« hdrix^^^/v) ^rcc^/l-] y) -3- 

=?-)V*=5-)V) -2, 3-^tKu-l, 3-fT/-/v-5 — OKI h^y^v- 
5. 1 -*;^^7- b^DTk^^SrfT^vv mmit^m^^f^ ; 1 H- 
NMR (CDC 1 3 ) 8. 16-8. 21 (m, 1H) , 7. 80-8. 00 (m 
, 4H) , 7. 63-7. 67 (m, 2H), 4. 09 (br, 2H), 2. 45 
-2. 74 (m, 3H), 1. 60-1. 75 (m, 2 H) , 1. 20-1. 41 
(m, 2H) . LC/MS (M+ 1 , -f^BfK) : 60 8. 1, 3. 8 7 

io (c) 2-({[(2z)-3- (l— ry^^^M -5-tf^y^-4- 

2- ( { [ (2Z) -5- [1- (ter t-^h=¥^/^=^) tV<y v>V 
-4— f/l/| -3- (1— T^^/W^vK) -1, 3-f7/-;V-2 (3H) - 
15 'f'Jfy] 7 5^} $ISt (28. Omg, 0. 04 6 1mm ol 

) (DffiWZ (3ml) ttUMlSI/l, A-V'ir^r^ (0. 5 0ml) 

28. 8mg, 5£*#)) £#fc 0 ; LC/MS (M+ 1 , fl^B^) : 5 0 8. 1 
, 2. 87^ 
20 3 3 

tert-^/l/- (2-T^/-4, 5, 6, 7-fh7t Ko-1, 3 ^ 

■XW&cfra (J. Med. Chem. , 3 0 , 494. (1 9 8 7) ) ©4, 5, 
6, 7-7- b^t Kb - 1, 3-^/^7^-2, 6-^7^ (20 3m 
25 g, 1. 2 0mmol) <73N, N-^W/VA7 5K (5ml) ^H. 
tt»^-tert-^ (2 6 2mg, 1. 2 0 mm o 1 ) Of h 7 t Kn 
7?yii (5ml) &iTU 5 0°C^Tl^F^#Ufc o fiSfP^ifeTK 

^^7K^)ilT?^b, by ?Afc-cte«Lfc. Ill^iSffS* 
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-;u=2o/it» •vmmtzz.tfcxv), mmit&m o.6 7 g> femm 

&#fc 0 ;LC/MS (M+l.MID : 2 70.3, 2.9 6^ 
#%#J 3 4 

tert-^A- {2- [ (M)7/Uto7tf^) 757] -4 ( 5, 6, 7 
5 -fb7tKo-l, 3 -^y 7 N / WW- 6 ->f;l/} *;WV " 

&%Ml<OJ?&\zmCX* tert-^A' (2-757-4, 5, 6, 7- 

umm-fo®h<DELi&&fti£\\ ufc. ;lc/ms (m+i, 

i%nmm) 366.1, 3.53^ 
10 #%#y 3 5 

t e r t-^/W { (2Z) -3- (1-^7^/^^) -2- [ (MJ7;l^ 
tD7tf/V) -<5/] -2, 3, 4, 5, 6, 7-^ftKB-l, 3 — <^ 

7f7^/-;i/-6-^;W HA***— h<D&f& 
&^&\2(DjjmtemtX^ text )V {2- [ (MJ7/Vtn7W 

15 ) 757] -4, 5, 6, 7-fh7tKo-l, 3 -^y7f77^~ 6 — f 

Lfc. ; LC/MS (M+ 1, fiMWW) : 5 0 6. 2, 4. 2 7# 

3 6 

tert-^/l^ { [2-^57-3- ( 1 -t7f ;M f ^) -2, 3, 4, 
20 5 , 6 , 7-^H-tKB-l, 3-^y7f77^-6 — ( ;U] U ;v/<*~- V 

##M 3 (D^m^m CT, tert-T^A- { (2Z) -3- (1— T-^A 
7^A) -2- [ (M)7/VtP7tf/V) ^5/3-2, 3, 4, 5, 6, 7- 

3-^7^7/^-6-^^} jJA"**~- WfiUfcfrMB. 
25 ^SrfT^V\ mmik&^&fc bfeo ; LC/MS (M+l, : 4 10. 

1, 3.65^ 
HJS^J 1 1 

( a ) 7 ^A 2- ({ [ (2Z) -6- C (tert-7b T 
5/] -3- (1-^-7^/^^^) -4, 5, 6, 7-7b7tKc-l, 3- 
30 ^y7f77~;v-2 (3H) — fUry] 757} */Wfc~A) -<y/7-h© 
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mmmi (a) ©^I^Ct, tert-^ { C2-^T^/-3- (1 
— *-7^vl/.?<?vl/) -2, 3, 4, 5, 6, 7-^rf-t: Kb - 1, 

<DBn&*nt£i<\ mm^m^^t^o ■> lc/ms <m+i, : 6 

0 8.2, 4.84^ 

(b) 2- ( { [ (2 Z) -6 - [ (t e r t -7 h T^Jl - 

3- (l—r-7^/U^^/U) -4, 5, 6, 7-rh7t KO-1, 

7/^-2 (3H) — f y^v] 7-;;} *^/m~ao gfcjMHfc^jfc 

mmmi (b) ©^{^C-C, 2-({[(2Z)-6-[(ter 
t--7Y*c^$UVT$=^;V) T^y] -3- (1 -^^/l^^/VO -4, 5, 6, 
7-f h7tKo-l, 3-^/^7^-2 (3H) -'fyfy] 757} 

H-NMR (DMSO-d 6 ) 13.23 (brs, 1H) , 8.09 (br, 1H 
) , 7.98 (br, 1H) , 7.8 7 (d, 1 H, J = 7.9Hz) , 7.7 5 (d 
, 1H, J = 7.9Hz), 7. 37-7. 62 (m, 6H), 7. 05 (br, 1H 
), 6.73 (br, 1H), 5.65 (s, 2H), 3.65 (br, 1H), 2. 
77 (br, 1H), 2. 34 (br, 3H), 1.75 (br, 1H), 1.58 ( 
br, 1H) . LC/MS (M+l, WPbI) : 5 9 4.2, 4.5 9^ 
#%#J 3 7 

(a) tert-^^ 2- [ (1, 3 -f7/- JV- 2 JVT ^ J ) t> )Vif, 
»J2 (a) <Djrmzm^X s 2-7^yf7^ J^k 2- (tert-^b 
/MS (M+l, : 3 0 5. 4, 3. 7 6^ 

mmm 1 2 

t e r t -~fJ-)V 2- ( { [ (2Z) -3- (1 -^^l^ ^v^) - 1 , 3 - 
f7)/wV-2 (3H) — f JJfy] 7?y} ^^y'T— h<D&& 

0^m2(O^m^mCX s tert~^^U 2- C (1, 3-f7^-/V-2 
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©RJfi*ff*V\ mmfc&®*&J&Lfc 0 ; LC/MS (M+ 1 , ft&RSTO) : 4 
4 5. 4, 4. 7 3# 

13. 
2- ( { [ (2Z) -3- (1— ^^-A^T-AO -1, 3-^Ti/-^-2 (3 

h) — ry^v] 7$;} ua^tr ^s#»©^ 

H»ij2 (b) ©^t3pCT, t e r t 2- ( { [ (2 Z) - 3- 

(1— ^:75vW?=?vu) -1, 3-f7/- A— 2 (3H) —fy^V] T^y} 

o ; 1 H-NMR (DMSO- d 6 ) 8. 15-8. 2 5 (m, 1 H) , 7. 8 0 
-8. 02 (m, 3H), 7. 45-7. 60 (m, 5H), 7. 40-7. 43 
(m, 1H) , 7. 30 (d, 1H, J = 7. 2Hz) , 7. 07-7. 10 (m 
, 1H) , 5. 9 4 (s, 2H) . LC/MS (M+ 1 , i£f$l$ffi) : 3 8 9. 4 
, 4. 0 0# 

MM* 

t h&J* SsM^r— if (Elastin Products Co.)50ng, it3fc^3ERO. lmM^ ^ is 

Bf) fc^OW^.XA'tt^K (DMSO) te*©»Lfc^4&K&«»^A (50mM 
h !J *-ittB6<pH=8. 0), 2M NaCl) 100 ^ lid^Jfl U 37°CT 2 B#^-T h L 

K>&355nm, «9^460nm -C3bfe3£S£rM3£ bfc c ^^^^0B#W^^g^$rlOO 
%t L, ISl!l§il^^b»Wb^3t3liS^50%^^5^S:ic 50 -fiti: Lfc D 
Cttlfc£MK) 
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5 &fc s *WIW»MflBU StftlSk SiBBffi£. PTCA^^^ **s Alfc. COPD, 
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3M- 

m 



1. 



* (1) 



R 



R 




M 



Q 



(1) 



-O-. -S (O) n - % -N (R 1 1 ) - s l£fc*±-C (=0) 
CH 2 -S^:-0-, — S (O) n — N — N (R 1 1 ) -> *fcfcfc-C (=0 

^df-V^O-CHg -Ste5£: -0- s -S (O) n -> -N (R 1 1 ) - % * 

fct*-c (=o) --v&ztizm* ^fctttt^^u< ttll^yf^i, £fc 

^oTitM^5ri^-e#5„ IIU sfc (1) ©&*J0K^lcilt&*&«g'i-<55|5 
^f«:-N (R 1 1 ) --03t£*LS£T?tt&V^ 

flU Y 1 „ Y 2 . £>£U<Y 3 tf^^^dT/V-^^^^Ei-S^^li^^v/ 
^oT^ySrt?)-CH 2 -o-. -s (o) n -N (R 1 1 ) 

£fctt-C (=0) -T?*$ns»:J;oT\ l^fcttlKSu IU— Sifctt&fc 
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frfr 2 mmmm^-te 2 t> l < {* 3 s^&?«-r 5 - £ s 0 
umm& (ztib<Dmtz, mm^x^^^hL<nm^:m^^x^xhx^) & 

^r^/l^S, fitt< (iMfim©T:X^ N *fcf«: -OR 2 1 , -N (R 2 2 
) R 2 3 , -C (=0) OR 2 1 N -S (O) n R 2 4 % -C (=0) R 2 5 N — 
C (=0) N (R 2 2 ) R 2 3 , - N (R 2 6 ) C (=0) R 2 5 N — S (O) 2 
10 N (R 22 ) R 2 3 N -N (R 2 6 ) S (O) n R 2 4 x £fcfi-N (R 2 6 ) C 

(=o) or 2 1 x*m£tLZ>&*m-f 0 

Mitt : -C (=0) OR 3 1 , -S (O) „ OR 3 1 v -C (=0) N (R 3 
2 ) R 3 3 . -S (O) n N (R 3 2 ) R 3 3 , -N (R 3 4 ) S (O) n R 3 5 
T-S$Ji5S x =r h7 N /- /U-5-' (sum. 1, 2, — f ;v 
15 2£. 1, 2, 4-hVTy-ju-5—C/^m, J ^yy-/v-2.-4;vm, £fcte 

R 1 1 , R 2 1 , R 2 2 N R 2 3 N R 2 4 N R 2 5 N R 2 ° , R 3 i, R32 N 
25 R 3 3 N R 3 4 n fe<ttJ t R 3 s ^ i-tL<{iI/^T, 4fcftfe5^^tt 

B&©T/i~$r=/i^ lit U< liiltOi/^ o7/^;vl N Iit)L<fj:iEf 

R 2 2 i:R 2 3 N *3«fct^R 3 2 <bR 3 3 f4 N EV^C^ 

u x £ ti h z> &mm? 1 —mz ^otificio^fo mc^ %^/»x v ^ 
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3. Y 2 : - S (O) 2 % -C (=0) - N ;£fcte-CH 2 -XmZft 

h(Dmmt bTfF^$;ft;5i&„ 

4. Qtf^ ^fra**^-*-*:* : -C = C--C^^^^^i:— ^tCf«fcoT N Mtt 

15 1^51, 

5. M^5£:-C (=0) OR 3 1 T**$^S-C$)5, W^1~40V^ 

20 (DVvfti^— «12*^bi^#>t> b< te^r/u K9 y ^£fcf«n£><D|gI§Si: LT 

7. R 2 v'T/I, ^ofyl^ tfcttittCC! _ 6 7A"¥ 

^St h 3 . f»^^ 1 ~ 6 (D V ^-f *L/^— JglSSctfHfr^ & b < ©7"o h*7 y ^ 

25 8. A^)5 1-^7^/^ */c{i2-^-^^-/US^fe5 N Hfjfc^Sl — 7 

30 < ittmn<n&m?m.mmm. ^tMm^\^<nyffm(o^m^mmmmxh^ 
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T, Ztlt><om&i£: — Y 4 -Z' ^3*l3£-T?flHfc£;h/rv^ ff^3gl~8 

5 IO-CH 2 -O-, -S (O) n - % — N (R 1 1 ) 

(=0) *fc«®m i bb<^«m©-<^^*^:«g^%L 
<ttl»^PT^yl (i^n7/^yfrt©-CH 2 -g{«:-0 
-> -S (O) n - N -N (R 1 1 ) - N -Mfcn-C (=0) -T^^ttS^^J; 

15 O^m^MMM^ (Zthheomi^ MW&T°hZfah b< te^n^jg^K - bn 
^> T/l^A^ T^7V=3f-/VSx T/U^^ri^m, *5«ttJ?T/^^^^ 

) SrSU 

20 „ 

10. Y 1 N Y 2 N Y 3 N *5j;t>*Y 4 *K ^rtt^mSli:bTBmt>b<fi4ig 

m(D^: - (CH 2 ) p - (CH 2 ) q - N - (CH 2 ) p -O- (CH 2 ) q - 
^ - (CH 2 ) p - S (O) n - (CH 2 ) q - N - (CH 2 ) p ~N (R 1 1 ) 
- (CH 2 ) „ - N - (CH 2 ) p -C (=0) N (R 1 1 ) — (CH 2 ) q - % 
25 - (CH 2 ) p — N (R 1 1 ) C (=0) - (CH 2 ) q - x - (CH 2 ) p -C 
(=0) O- (CH 2 ) q - (CH 2 ) p -OC (=0) (CH 2 ) q - N - 
(CH 2 ) p -SO, N (R 1 1 ) — (CH 2 ) q - N - (CH 2 ) p -N (R 1 
1 ) SO, - (CH 2 ) q - s (CH 2 ) p — R 1 2 - (CH 2 ) q -T- 

30 ^T*p:fcJ;tfqtep + q^0~6£ft5Sfc£aiU P # 2 SlfrfrjCWt 
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- (ch 2 ) p -imm^zi%mm*mx*2Wfc&*frte3mfe&*r*&vx^x 

h£<, q&2Sk_kX~h%W>&Wi- (CH 2 ) 4 -|«t5WW2l 
10 12. 0^>V^tL^13S^IB4fe<D-fk;^^b<{i^:(D-7 0 n K9y 

i 3 . m^m i~io ©vvt*lj&» i ^latto-fb^t u< ft-tw^n y 

»rtP». fl5B&£2£, PTCA^ff^, nftJS, COPDtfc 
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